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FDA Panel Wants Warnings
On ADHD Medications

An unexpected recommendation to add a black-box warning to the
labels of all stimulant medications used for ADHD proves to FDA staffers
that you can never predict what an advisory committee will do.

panel of Food and Drug Administra-
Ation (FDA) advisors last month voted

8 to 7 (with one abstention) to en-
dorse a recommendation for a black-box
warning regarding cardiovascular adverse
events on the labels of all stimulant med-
ications used to treat attention-deficit/hy-
peractivity disorder (ADHD). Several ad-
visors said they voted for the warning not
because they were particularly worried
about safety issues relating to the potential
of increased risk of heart attack, stroke, and
sudden death, but because they were
alarmed about the recent sharp rise in the
number of prescriptions for the medica-
tions written for both children and adults.

During a public meeting on February 9,
FDA officials told members of the Drug
Safety and Risk Management Advisory
Committee that data show that between
1999 and 2003, 78 million prescriptions
were written for ADHD medications for
children under 18, and 14 million were writ-
ten for adults. In contrast, in the 12-year
period from 1992 to 2004, 190 million pre-
scriptions for ADHD medications were
written for children and adults.

Agency safety reviewers then detailed
the very rare reports of deaths and serious
cardiovascular events the FDA has received.
"The stated intent of the meeting was to dis-
cuss how to study possible causality of such
a rare event. However, the discussion soon
turned to a surprise recommendation for
new warnings on the drugs’ labels—some-
thing the FDA was not even considering.

“I want to cause people’s hands to trem-
ble a little bit before they write that pre-
scription” for an ADHD medication, said

BY JIM ROSACK

Cleveland Clinic cardiologist Steven Nis-
sen, M.D., a consultant to the advisory com-
mittee. Indeed, it was Nissen who suggested
the committee consider endorsing a black-
box warning because he saw a need “to slow

the growth of utilization.”
Nissen and committee member Curt
Furberg, M.D., a professor of public health
please see FDA on page 36

What’s Your Part D
Experience?

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

Medicaid Patients Suffer Most
From Part D Transition Problems

Many problems encountered in the first days of the new Medicare pro-
gram are likely to recur when patients who had enough medication on
on January 1 enter the system when those prescriptions run out.

the new Medicare Part D prescription
drug program, despite temporary re-
lief provided by states that have intervened
to pay the costs for dual eligibles and other
beneficiaries moving into the program.
Irvin (Sam) Muszynski, J.D., director of
APA’s Office of Healthcare Systems and Fi-
nancing, said that his office is continuing
to receive reports through the Part D mon-
itoring system it established regarding se-
rious problems with enrollment of patients
in the program, including inappropriate co-
payment requirements, failure to ensure
continuity of care for dual-eligible benefi-
ciaries transitioning from drug coverage

E normous problems continue to plague

APA’s 2006 annual meeting is being held May 20 to 25 in Toronto. See page 26 for more information.

BY MARK MORAN

under state Medicaid plans, and inappro-
priate utilization review requirements.

Moreover, Muszynski and clinicians who
spoke with Psychiatric News said that many
problems encountered in the first days of
the new program are likely to reappear
when countless patients who had received
refill medications prior to December 31,
2005, enter the system when those pre-
scriptions run out.

In a statement submitted to the Senate
Finance Committee last month, APA said
that widespread problems persist as the new
Part D program is being implemented.

“Many of these problems concern the
transition of Medicaid/Medicare dual eli-
gibles to Part D plans, and states have spent
millions of dollars covering the medication
costs of these beneficiaries on an emergency
basis. Common problems include inaccu-
rate enrollment data, excessive charges for
deductibles and copayments, drug plans fail-
ing to provide a temporary transition sup-
ply to beneficiaries stabilized on drugs, and
ineffective use of the fallback drug plan [by
which the government had assured benefi-
ciaries that they would receive necessary
medications if they showed up at the phar-
macy with identification of their dual eligi-
bility in Medicaid/Medicare].

“As a result, thousands of Part D bene-
ficiaries are unable to access their medica-
tions,” APA informed the committee.

APA also submitted the following rec-
ommendations:

please see Part D on page 41
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Assisted-Suicide Law
May Have Wide Impact

A recent Supreme Court decision will
continue to allow terminally ill patients to
have the option of physician-assisted
suicide in Oregon.

INTERNATIONAL NEWS
Global Effort Helping Iraq
Rebuild MH System

Despite ongoing violence and numerous
practical difficulties, Iraq is slowly bringing
its mental health care system up to

world standards.

PROFESSIONAL NEWS
Police Use New Strategy
With Mentally Il People

Police are using new tactics, including
increased community involvement, to
realign the way they approach people with
mental illness.

Child Psychiatry Training
Gets Much Earlier Start

One large residency program combines
child and general psychiatry training in an
effort to reverse the severe shortage

of child psychiatrists.

GOVERNMENT NEWS

1 4 Congress Cuts Federal
Health Program Budgets
Though dominated by Medicare and
Medicaid cuts, the Fiscal 2006 federal
budget contains some good news

for psychiatrists.
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APA Opposes WHO Proposal
To Tighten Buprenorphine Controls

A proposed change in the way the World Health Organizaton and United
Nations categorize buprenorphine could have significant impact on

the drug’s domestic availability.

proposed change in the way

buprenorphine is listed in-

ternationally as a controlled

substance could result in a

rescheduling of the medica-
tion under the Controlled Substances Act
in the United States.

The proposed change would likely re-
sult in buprenorphine being classified as a
Schedule II controlled substance rather than
a Schedule III substance, as it is now. That
seemingly innocuous change “could lead to
the elimination of office-based buprenor-
phine therapy for opioid addiction and se-
verely restrict treatment access for patients,”
according to APA comments submitted to
the U.S. Food and Drug Administration
(FDA) on December 13, 2005.

The FDA had invited submission of
comments on the potential international
rescheduling of nine substances, including
buprenorphine. That solicitation was a re-
sult of an October 2005 notification from
the World Health Organization (WHO)
asking member states for input on the use
of the nine substances in individual mem-
ber countries and the impact of proposed
international scheduling.

In collaboration with the United Na-

Lifers in Toronto

he Lifers of APA will show those at-
tending APA’s 2006 annual meeting in
Toronto that closing in on or reaching re-
tirement can signal a beginning, not an end,
to a career as a psychiatrist. The Lifers
group plans a busy schedule of events dur-
ing the week of the meeting, beginning on
Friday, May 20, at 5:30 p.m., when the As-
sembly Lifers Caucus will meet in Con-
federation 3 Room at the Royal York Hotel.
On Tuesday, May 23, the Lifers will hold its
annual business meeting and forum at 7:30
a.m. in the York Room of the Royal York
Hotel. Breakfast is included. That will be
followed at 11 a.m. by the workshop “In-
tegrating Evidence-Based Psychiatry with
Clinical Intelligence” in Room 707, Level
700, Toronto Convention Centre, South.
That evening, the group’s reception will be
held in the British Columbia Room at the
Royal York Hotel from 7 p.m. to 9 p.m. All
APA members are invited to the Lifers’
events except for the Assembly caucus meet-
ing.
More information is available by con-
tacting Barbara Matos at bmatos@
psych.org. B
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tions, the WHO provides expertise in up-
dating the list of drugs of abuse under the
1961 Single Convention on Narcotic Drugs
and the 1971 Convention on Psychotropic
Substances. The WHO provides advice and
guidance on psychotropic and narcotic sub-
stances in accordance with WHO’s man-
date under international treaties.

Three international drug control treaties
now provide the legal basis for the inter-
national prevention of drug abuse.

The WHO undertakes medical and sci-
entific review of psychotropic and narcotic
substances before the United Nations Com-
mission on Narcotic Drugs makes decisions
on the control status of these substances.

Since 1949, through its Expert Com-
mittee on Drug Dependence, the WHO
has reviewed more than 400 substances. Be-
tween 1948, when the WHO was estab-
lished, and 1999, the number of narcotic
drugs under international control increased
from 18 to 118, and the number of psy-
chotropic substances from 32 to 111.

With regard to buprenorphine, the
WHO requested input on the impact of
transferring the drug from its current list-
ing on Schedule III of the Convention on
Psychotropic Substances, 1971, to Sched-
ule I of the Single Convention on Narcotic
Drugs, 1961—a move that could place more
restrictive international controls on the use
of buprenorphine.

Specifically, WHO asked, “do you think
that [buprenorphine’s] availability for med-
ical use will be affected? If yes, how do you
think the transfer will impact its medical
availablility?”

APA stated in its comments that the pro-
posed change could have a “chilling effect
on access to buprenorphine, to the extent
that international drug scheduling influ-
ences individual countries’ choices of how
to control buprenorphine.”

Given the influence of the international
scheduling of substances, “the likely result
of international rescheduling would be re-
duced access to buprenorphine for legiti-
mate medical purposes. There is a poten-
tial for such a scheduling change to affect
domestic drug classification of buprenor-
phine from [the U.S. Controlled Substances
Act] Schedule III to Schedule II, which
could lead to the elimination of office-based
buprenorphine therapy and severely restrict
treatment access for patients.”

Move information on the WHO’s input
on international control of narcotics and
psychotropic drugs is posted at <www.
who.int/medicines/areas/quality_safety/
psycotrop_narcotics_intro/en/>. W
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~from the presitent
Psychosocial Treatment:
We Owe It to Our Patients

n my presidential re-
Isponse speech at last

year’s annual meeting in
Atlanta, I decried the fact
that for psychiatry the
biopsychosocial model has
become the “bio-bio-bio
model.” This comment re-
ceived an impressive reac-
tion from the audience at
the time, indicating that
they shared my concern.

More significantly, I re-
ceived correspondence,
e-mails, and phone calls
with similar sentiments and
suggestions for change. Psychiatry has, for
what I would argue more for economic rea-
sons than anything else, focused on the psy-
chopharmacological to the detriment of the
psychosocial aspects of care.

As most of the care of patients with schiz-
ophrenia takes place in community-based
settings, their treatment must include much
more than expert psychopharmacology.
Most psychiatrists with whom I've talked
agree in principle with the approaches for
which there is an evidence base, but few ac-
tually use them or prescribe their use. What
do we know about what works? We know
that family interventions work, but that they
should be of at least nine months in duration.
These interventions should include illness
education, crisis intervention, emotional
support for family members, and training
in how to cope with illness symptoms. Fam-
ily interventions help with the family’s needs
and with the prevention of relapse on the
part of the ill family member. We know that
supportive employment works, including
individualized job development, rapid job
placement, and ongoing job support, along
with the integration of vocational and men-
tal health services.

We also know that systems of care serv-
ing patients with schizophrenia should in-
clude a program of Assertive Community
Treatment (ACT). ACT is a highly struc-
tured intervention that focuses on those pa-
tents at high risk for repeated hospitalization,
those who have difficulty remaining in tra-
ditional services, or those who have become
recently homeless. Key elements of ACT
include a multidisciplinary team, including
a psychiatrist, a shared caseload among team
members, direct service provision by all team
members, a high frequency of patient con-
tact, a low staff-to-patient ratio, and out-
reach to patients in the community.

We know that those persons with deficits
in social skills or activities of daily living
should be offered skills training. We also
know that patients with residual psychotic
symptoms who are receiving adequate
pharmacotherapy should also be offered
cognitive-behavioral psychotherapy. The
key elements of this psychotherapy include
a shared understanding of the illness be-
tween the patient and the therapist, identi-
fication of target symptoms, and develop-
ment of specific cognitive and behavioral
strategies to cope with these symptoms.

Despite everything we know, however,
many, if not most, of our patients do not
receive these services. Joyce West, Ph.D.,
and colleagues, writing in the March Psy-
chiatric Services, examined the treatment of

BY STEVEN SHARFSTEIN, M.D.

151 patients with schiz-
ophrenia from APA’s
practice research net-
work and found that 69
percent of patients re-
ceived some psychosocial
treatment, but none of
the unemployed patients
received vocational serv-
ices in the past 30 days,
only 28 percent were re-
ceiving cognitive-behav-
ioral-oriented therapy,
and only 14 percent were
receiving skills training.
The authors noted that
the conformance with psychosocial treat-
ment recommendations was much lower
than conformance with psychopharmaco-
logic treatment recommendations.

Why is this so?

Tony Lehman, M.D., chair of psychia-
try at the University of Maryland, asked
this question in the Schizophrenia Bulletin
in 2000. “If these [psychosocial] interven-
tions are so great, why don’t more clini-
cians use them?”

Lehman noted that clinicians have a nat-
ural resistance to change. He also commented
that although these are evidence-based treat-
ments, it’s unclear which of these interven-
tions are essential or best, how they should
be phased in during the course of illness, and
how specific interventions should be tailored
to meet individual needs. But most critically,
we have found that in contrast with market
forces on the use of new medications, there
is no profit in implementing new psychoso-
cial interventions. Psychiatrists cannot make
money for providing or prescribing state-of-
the-art psychosocial services to their patients.
Marketing of the new medications for our
patients is a phenomenon that impacts on
the daily lives of every psychiatrist. There
are few product champions to market psy-
chosocial treatment.

Dr. Lehman in the Schizophrenia Bulletin
article concludes in an admonition to psy-
chiatrists: “Are we off the hook? I would
argue that we are not. Enough evidence ex-
ists that we are not using the knowledge we
have to maximize patient outcomes by de-
livering programs that combine good phar-
macological and psychosocial treatment for
persons with schizophrenia. We did not
wait for the perfect pill before proceeding
to use the best that we had. . . . We should
not wait for the perfect psychosocial treat-
ment before applying the best that we have,
either. In absence of strong profit motives
for psychosocial treatments, we are only
likely to move in this direction if we com-
mit to accountability; establish clear, albeit
imperfect standards of care; . . .and base re-
imbursements on these standards. . . .”

It’s clear that we can do better for our pa-
dents and their families. Psychiatry must take
the lead in advocating for these interventions
in all of the treatment settings in which we
work with and treat patients with schizo-
phrenia. We need to ensure that these inter-
ventions are more fully implemented across
the country. Bio-bio-bio is not enough. We
owe our patients no less than to recommend
and promote the use of the psychosocial in-
terventions that have been demonstrated to
be beneficial for this devastating disorder. Hl
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Assisted-Suicide Ruling
Grants Patient Autonomy

The Supreme Court’s decision upholding Oregon’s assisted-suicide
law may have some benefits for physicians and patients, according to
psychiatrists on both sides of the assisted-suicide debate.

Ithough the Supreme Court’s

decision in favor of the Ore-

gon assisted suicide law re-

moved obstacles for the rel-

atively small number of
patients who seek a physician’s help to end
their lives, some psychiatrists see its impact
as much more profound.

The Supreme Court ruled 6-3 on Janu-
ary 17 that the Bush administration could
not use a federal drug law to prosecute doc-
tors under Oregon’s one-of-a-kind physi-
cian-assisted suicide law. The Bush admin-
istration tried to prosecute Oregon doctors
who prescribed overdoses to help termi-
nally ill patients die. The ruling said fed-
eral authority to regulate aspects of med-
ical practice does not override the 1997
Oregon law.

Adopted by Oregon voters in 1994 and
reaffirmed in 1997, Oregon’s Death With
Dignity Act has allowed physicians to help
end the lives of more than 200 seriously ill
people in that state. The law lays out spe-
cific procedures for physicians to prescribe
lethal doses of federally regulated medica-
tions to help mentally competent, termi-
nally ill patients end their lives.

Former Attorney General John Ashcroft
announced in November 2001 that doctors
who prescribed lethal doses of drugs to as-
sist a suicide could lose their federal licenses
to prescribe all “controlled substances.” Be-
cause it would be difficult for physicians to
practice medicine without such a license, a

BY RICH DALY

physician, a pharmacist, several terminally
ill patients, and the state of Oregon sued
to block enforcement of the new rule (Psy-
chiatric News, June 7, 2002).

Implications for Pain Management

Timothy Quill, M.D., a supporter of the
Oregon law and a professor of medicine and
psychiatry at the University of Rochester,
said the rejection of a federal challenge to the
Oregon law was critical to support pain
management and palliative care nationwide.
In addition to upholding the Oregon law,
the decision blocks any role for federal drug
agents in deciding what a physician’s inten-
tions were when prescribing medication at
the end of a patient life.

“Frequently, we use very large doses of
medications to control symptoms—usually
with patients tolerating quite well,” said
Quill. “But if you are inexperienced and
you start to second guess these issues, there
could be a lot of mischief and fear in the
medical community, and people would have
been even more reluctant to prescribe than
they already are.”

William Breitbart, M.D., a professor of
psychiatry at Weill Medical College of Cor-
nell University who studies end-of-life care,
said he is very concerned about mispercep-
tion of the Supreme Court ruling as an en-
dorsement of physician-assisted suicide by
those “who are depressed or in distress or
despair that could be ameliorated by appro-
priate interventions.” But the decision also

Advocate for Your Patients

And Profession

A reception for all supporters of APAPAC, APA’s political action committee, will be held dur-
ing APA’s 2006 annual meeting in Toronto on Saturday, May 20, at the Royal York Hotel in
Toronto. If you are not among that number yet, then please join your colleagues in support-
ing the PAC by going to its Web site at <www.psych.org/members/apapac/index.cfm>.
Also during your stay in Toronto, stop by the APAPAC suite at the Royal York and help
make APAPAC an integral part of APA’s campaign to educate Congress about the needs of

the profession and your patients.

APAPAC provides APA members with a direct opportunity to support the election of fed-
eral candidates who will best advocate for psychiatry’s interest in Congress. In this election
year, psychiatry will face crucial challenges in Congress, and it is essential that we have the
opportunity to meet with and inform key legislators deciding a host of issues that will affect

your practice. Among them:

e (Opposing expansion of prescribing privileges to nonphysicians on the federal level; such
privileges are being sought within the Indian Health Services program.

e Preventing arbitrary exclusion of the full range of psychotropic medications under Medic-
aid and the new Medicare Part D prescription drug benefit.

Supporting efforts to block scheduled cuts in Medicare payments.

Opposing draconian cuts to Medicaid programs.

Repealing the ban on benzodiazepine coverage under Medicare Part D.

Stopping marriage and family therapists and mental health counselors from stretching

Medicare finances to cover independent reimbursement of their services, while
Medicare beneficiaries continue to face 50 percent coinsurance payments for all mental

health services.

e Ending insurance discrimination against people with mental iliness.

Your PAC support enables APA to continue to increase education and lobbying efforts to
key legislators on these and other issues that confront our practice and patients.

More information about APAPAC is posted in the “Members Corner” section of APA’s
Web site at <www.psych.org/members/apapac/index.cfm> and is also available from
Jason Pray by by e-mail at jpray@psych.org or by phone at (703) 907-8581.
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Assisted-Suicide Law Has Strict Criteria

Oregon’s Death With Dignity Act is implemented on an individual basis by qualified patients

and physicians through the following steps:

e The patient makes two oral requests to the attending physician separated by at least 15

days.

e The patient provides a written request to the attending physician, signed in the presence

of two witnesses.

e The attending physician and a consulting physician must confirm the patient’s diagnosis

and prognosis.

e The attending physician and a consulting physician determine whether the patient is ca-
pable of making and communicating health care decisions for himself or herself.

e The patient must be referred for psychological exam if either physician believes the pa-
tient’s judgment is impaired by a psychiatric or psychological disorder.

e The attending physician must inform the patient of feasible alternatives to assisted sui-
cide including comfort care, hospice care, and pain control.

e The attending physician must request that the patient notify his or her next-of-kin of the
prescription request. A patient can rescind a request at any time and in any manner.

was positive, he said, because it bars federal
authorities from prosecuting physicians for
how they treat terminally ill patients.

“My main concern is that patients who
are terminally ill not have a limitation or
restriction on their physician’s ability to
prescribe opioids to control pain,” Breit-
bart said. “For someone who is terminally
ill and receives opioids to control the pain
and eventually dies, who is to determine
whether the patient died because you pre-
scribed opioid drugs? If determination of
that is up to someone else who is not a
physician, then that puts you as a physician
in a very vulnerable position.”

His research has led Breitbart (Psychi-
atric News, January 5, 2001), an attending
psychiatrist at the Psychiatry Service at
Memorial Sloan Kettering Cancer Center,
to believe that the vast majority of dying
patients can have their symptoms amelio-
rated through mechanisms other than
death, and the relatively small number of
terminal Oregon patients who have opted
for physician suicide seems to support that.

Data Show Well-Designed Program

Quill said that the small numbers of pa-
tients opting for physician-assisted suicide
in the Oregon program, which requires re-
peated patient requests and a second physi-
cian’s concurrence before a terminal dose
is prescribed, shows the program is well-
designed. But more importantly, the pro-
gram allows larger numbers of patients to
have frank discussions with their physicians
about end-of-life care. The Oregon law re-
quires careful documentation, and those
suspected of mental illness are referred to
a psychiatrist or mental health professional
for evaluation. The program’s guidelines,
Quill said, achieve a good balance between
safety and invasiveness.

“In Oregon you can have that conver-
sation out in the open. You can reassure
people that you will be responsive, and it
is much more variable than how that con-
versation goes in the rest of the country,”
Quill said.

Neither APA nor the Oregon Psychi-
atric Association has an official position on
physician-assisted suicide.

Program Seems Abuse Free

Research conducted on the Oregon pro-
gram, Breitbart said, shows it is conducted
without abuses found in the Netherlands,
where physicians assisted in the suicides of
noncompetent and nonterminal patients.
He does caution that research indicates that
most patients who request a hastened death

suffer from psychiatric issues, such as de-
pression and existential distress like hope-
lessness and loss of meaning.

“There is a role for psychiatrists and
mental health professionals to help deal
with those issues that lead to the despair
that would lead someone to request assisted
suicide or to express the desire for a has-
tened death,” Breitbart said.

He said he hopes the decision will move
the focus from the less than 1 percent who re-
ceive physician-assisted suicide to the 20 per-

“My main concern is
that patients who are
terminally ill not have a
limitation or restriction
on their physician’s abil-
ity to prescribe opioids
to control pain.”

cent of dying patients who experience de-
spair or depression that leads them to express
a desire for a hastened death. More attention
to and research on this larger group of pa-
tients can lead to new and better treatments,
such as meaning-centered psychotherapy and
dignity-preserving interventions.

Breitbart said he was impressed by how
many people say they weigh the option of
physician-assisted suicide but don’t act on it.

“That is probably important psycho-
logically in that they are able to not feel
trapped for the last weeks or months of their
lives,” he said.

Congress may still act to bar physician-
assisted suicide, because the majority opin-
ion in Gonzales v. Oregon did not block such
laws. A unanimous 1997 Supreme Court
ruling found that there is no constitutional
right to die. That decision left room for
states to set their own rules.

The majority and dissenting opinions
in Gonzales v. Oregon are posted at
<www.law.cornell.edu/supct/btml/04-623.
ZS.btml>. Information on Oregon’s Death
With Dignity Act is posted at <btip://
egov.oregon.gov/DHS/ph/pas/fags.shtml>. B

Become an APA
Fellow!

ellow status is an honor that reflects your
dedication to the work of APA and sig-
nifies your allegiance to the psychiatric pro-
fession. Information and application ma-
terials are posted on APA’s Web site at
<www.psych.org/members/memcorner/

applyfellow.cfm>. B
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IMPORTANT TREATMENT CONSIDERATIONS

Suicidality in Children and Adolescents

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

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

EFFEXOR XR is contraindicated in patients taking
monoamine oxidase inhibitors (MAOIs). EFFEXOR XR
should not be used in combination with an MAOI or
within at least 14 days of discontinuing treatment
with an MAOI; at least 7 days should be allowed after
stopping EFFEXOR XR before starting an MAOI.

Adult and pediatric patients with MDD can experience
worsening of their depression and/or the emergence of
suicidal ideation and behavior, whether or not they are taking
antidepressants. Patients treated with antidepressants
should be observed closely for clinical worsening and
suicidality, especially at the beginning of drug therapy,
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EFFEXOR XR is proven to help prevent new episodes
of depression up to 1 year.'

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

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

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

Please see brief summary of Prescribing Information on adjacent page.

Reference: 1. Effexor XR® (venlafaxine HCI) Extended-Release and Effexor Inmediate-Release
Prescribing Information, Wyeth Pharmaceuticals Inc.

Wyeth®

© 2005, Wyeth Pharmaceuticals Inc., Philadelphia, PA 19101  116971-01

discontinuation symptoms and monitored while discontinuing the
drug; the dose should be tapered gradually. See the Precautions
section of the Prescribing Information.

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

ONCE-DAILY

VENTAFAXINE HCl
EFFEXOR XR -
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Suicidality in Children and Adolescents
Antidepressants increased the risk of suicidal and

placebo patients grew an average of 1.0 cm (n=132); P=0.041. This
difference in height increase was most notable in patients <12. In 8-week
MDD studies, Effexor XR patients grew an average of 0.8 cm (n=146),
while placebo patients grew an average of 0.7 cm (n=147). In a 6-month
study, children and adolescents had height increases less than expected
based on data from age- and sex-matched peers. The difference between
observed and expected growth rates was larger for children <12 years old
than for adolescents >12 years old. Changes in Appetite: Adult Patients:

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

ic s. Anyone idering the use of EFFEXOR XR
or any other antidepressant in a child or adolescent must balance
this risk with the clinical need. Patients who are started on therapy
should be observed closely for clinical worsening, suicidality, or
unusual changes in behavior. Families and caregivers should be
advised of the need for close observation and communication with
the prescriber. EFFEXOR XR is not approved for use in pediatric
patients. (See Warnings and Precautions: Pediatric Use.)

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

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochloride or to
any excipients in the formulation. Concomitant use in patients taking
monoamine oxidase inhibitors (MAOIs). WARNINGS: Clinical Worsening
and Suicide Risk— Patients with major depressive disorder (MDD), both
adult and pediatric, may experience worsening of their depression and/or
the emergence of suicidal ideation and behavior (suicidality) or unusual
changes in behavior, whether or not they are taking antidepressant
medications, and this risk may persist until significant remission occurs.
There has been a long-standing concern that antidepressants may have a
role in inducing worsening of depression and the emergence of suicidality
in certain patients. Antidepressants increased the risk of suicidal thinking
and behavior (suicidality) in short-term studies in children and
adolescents with MDD and other psychiatric disorders. It is unknown
whether the suicidality risk in pediatric patients extends to longer-term
use, i.e., beyond several months. It is also unknown whether the
suicidality risk extends to adults. All pediatric patients being treated
with antidepressants for any indication should be observed closely
for clinical worsening, suicidality, and unusual changes in behavior,
especially during the initial few months of a course of drug therapy,
or at times of dose changes, either increases or decreases. Adults
with MDD or comorbid depression in the setting of other psychiatric
iliness being treated with antidepressants should be observed
similarly for clinical worsening and suicidality, especially during the
initial few months of a course of drug therapy, or at times of dose

either i . Anxiety, agitation, panic
attacks, insomnia, |rr|tab|||ty, hostility, aggressweness impulsivity,
akathisia (psychomotor restlessness), hypomania, and mania have been
reported in adult and pediatric patients being treated with antidepressants
for MDD and other indications, both psychiatric and nonpsychiatric.
Although a causal link between the emergence of such symptoms and
either the worsening of depression and/or the emergence of suicidal
impulses has not been established, there is concern that such symptoms
may represent precursors to emerging suicidality. Consideration should be
given to changing the therapeutic regimen, including possibly
discontinuing the medication, in patients whose depression is persistently
worse, or who are experiencing emergent suicidality or symptoms that
might be precursors to worsening depression or suicidality, especially if
these symptoms are severe, abrupt in onset, or were not part of the
patient’s presenting symptoms. If the decision has been made to
discontinue treatment, medication should be tapered, as rapidly as is
feasible, but with recognition that abrupt discontinuation can be
associated with certain symptoms (see PRECAUTIONS and DOSAGE AND
ADMINISTRATION). Families and caregivers of pediatric patients
being treated with antidepressants for MDD or other indications,
both p: and Py iatric, should be alerted about the
need to monitor pati for the g ion, irritability,
unusual changes in behavior, and the other symptoms described
above, as well as the emergence of suicidality, and to report such
symptoms immediately to health care providers. Such monitoring
should include daily observation by families and caregivers.
Prescriptions for Effexor XR should be written for the smallest quantity of
capsules consistent with good patient management, in order to reduce
the risk of overdose. Families and caregivers of adults being treated for
depression should be similarly advised. Screening Patients for Bipolar
Disorder: A major depressive episode may be the initial presentation of
bipolar disorder. It is generally believed that treating such an episode with

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

in offspring. However, in rats given 2.5 times the MRHD, there was a
decrease in pup weight, an increase in stillborn pups, and an increase in
pup deaths during the first 5 days of lactation when dosing began during
pregnancy and continued until weaning. There are no adequate and well-
controlled studies in pregnant women; use Effexor XR during pregnancy
only if clearly needed. Nonteratogenic Effects. Neonates exposed to
Effexor XR late in the third trimester have developed complications
requiring prolonged hospitalization, respiratory support, and tube feeding.
Complications can arise immediately upon delivery. Reports include
respiratory distress, cyanosis, apnea, seizures, temperature instability,
feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia,
hyperreflexia, tremor, jitteriness, irritability, and constant crying. This is
consistent with a direct toxic effect of SNRIs or a drug discontinuation
syndrome. In some cases, it is consistent with serotonin syndrome. When
treating a pregnant woman with Effexor XR during the third trimester,
carefully consider the potential risks and benefits of treatment and
consider tapering Effexor XR in the third trimester. Labor, Delivery,
Nursing—The effect on labor and delivery in humans is unknown.
Venlafaxine and ODV have been reported to be excreted in human milk.
Because of the potential for serious adverse reactions in nursing infants
from Effexor XR, a decision should be made whether to discontinue
nursing or to discontinue the drug, taking into account the importance of
the drug to the mother. Pediatric Use—Safety and effectiveness in the
pediatric population have not been established (see BOX WARNING and
WARNINGS: Clinical Worsening and Suicide Risk). No studies have
adequately assessed the impact of Effexor XR on growth, development,
and maturation of children and adolescents. Studies suggest Effexor XR
may adversely affect weight and height (see PRECAUTIONS-General,
Changes in Height and Changes in Weight). Should the decision be made
to treat a pediatric patient with Effexor XR, regular monitoring of weight
and height is recommended during treatment, particularly if long term.
The safety of Effexor XR for pediatric patients has not been assessed for
chronic treatment >6 months. In studies in patients aged 6-17, blood
pressure and cholesterol increases considered to be clinically relevant
were similar to that observed in adult patients. The precautions for adults
apply to pediatric patients. Geriatric Use—No overall differences in
effectiveness or safety were observed between geriatric and younger
patients. Greater sensitivity of some older individuals cannot be ruled out.
Hyponatremia and SIADH have been reported, usually in the elderly.
ADVERSE REACTIONS: Associated with Discontinuation of Treatment—
The most common events leading to discontinuation in MDD, GAD, SAD,
and PD trials included nausea, anorexia, anxiety, impotence, dry mouth,
dizziness, insomnia, somnolence, hypertension, diarrhea, paresthesia,
tremor, abnormal (mostly blurred) vision, abnormal (mostly delayed)
ejaculation, asthenia, vomiting, nervousness, headache, vasodilatation,
thinking abnormal, decreased libido, and sweating. Commonly Observed
Adverse Events in Controlled Clinical Trials for MDD, GAD, SAD, and PD—
Body as a Whole: asthenia, headache, flu syndrome, accidental injury,
abdominal pain. Cardiovascular: vasodilatation, hypertension, palpitation.
Digestive: nausea, constipation, anorexia, vomiting, flatulence, diarrhea,
eructation. Metabolic/Nutritional: weight loss. Nervous System: dizziness,
somnolence, insomnia, dry mouth, nervousness, abnormal dreams,
tremor, depression, hypertonia, paresthesia, libido decreased, agitation,
anxiety, twitching. Respiratory System: pharyngitis, yawn, sinusitis. Skin:
sweating. Special Senses: abnormal vision. Urogenital System: abnormal
ejaculation, impotence, orgasmic dysfunction (including anorgasmia) in
females. Vital Sign Changes: Effexor XR was associated with a mean
increase in pulse rate of about 2 beats/min in depression and GAD trials
and a mean increase in pulse rate of 4 beats/min in SAD trials. (See
WARNINGS-Sustained Hypertension). Laboratory Changes: Clinically
relevant increases in serum cholesterol were noted in Effexor XR clinical
trials. Increases were duration dependent over the study period and
tended to be greater with higher doses. Other Events Observed During

prescriber if these occur while taking Effexor XR. Clinical W ing and
Suicide Risk: Patients, their families, and their caregivers should be
encouraged to be alert to the emergence of symptoms listed in
WARNINGS: Clinical Worsening and Suicide Risk, especially those
seen early during antidepressant treatment and when the dose is adjusted
up or down. Families and caregivers of patients should be advised to
observe for the emergence of such symptoms on a day-to-day basis,
since changes may be abrupt. Such symptoms should be reported to the
patient’s prescriber or health professional, especially if they are severe,
abrupt in onset, or were not part of the patient’s presenting symptoms.
Symptoms such as these may be associated with an increased risk for
suicidal thinking and behavior and indicate a need for very close
monitoring and possibly changes in the medication. Caution patients
about operating hazardous machinery, including automobiles, until they
are reasonably sure that venlafaxine does not adversely affect their
abilities. Tell patients to avoid alcohol while taking Effexor XR and to notify
their physician 1) if they become pregnant or intend to become pregnant
during therapy, or if they are nursing; 2) about other prescription or over-
the-counter drugs, including herbal preparations, they are taking or plan
to take; 3) if they develop a rash, hives, or related allergic phenomena.
Laboratory Tests—No specific laboratory tests are recommended. Drug
Interactions— Alcohol: A single dose of ethanol had no effect on the
pharmacokinetics (PK) of ine or 0-C ine (ODV),

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

vomltlng flushlng, dizziness, hyperthermla with features resembling
p mallgnant Y , and death. Effexor XR
should not be used in combination with an MAOI or within at least
14 days of discontinuing treatment with an MAOI At least 7 days
should be allowed after stopping venlafaxine before starting an
MAOL. Hypertension—V xine is associated with
sustained increases in blood pressure (BP) in some patients.
Postmarketing cases of elevated BP requiring immediate treatment have
been reported. Pre-existing hypertension should be controlled. Regular
monitoring of BP is recommended. For patients experiencing sustained
increase in BP, consider either dose reduction or discontinuation.
PRECAUTIONS: General—Discontinuation of Treatment with Effexor XR.
Abrupt discontinuation or dose reduction of venlafaxine at various doses
is associated with new symptoms, the frequency of which increased with
increased dose level and longer duration of treatment. Symptoms include
agitation, anorexia, anxiety, confusion, coordination impaired, diarrhea,
dizziness, dry mouth, dysphoric mood, emotional lability, fasciculation,
fatigue, headaches, hypomania, insomnia, irritability, lethargy, nausea,
nervousness, nightmares, seizures, sensory disturbances (e.g.,
paresthesias such as electric shock sensations), somnolence, sweating,
tinnitus, tremor, vertigo, and vomiting. Monitor patients when
discontinuing treatment. A gradual reduction in the dose rather than
abrupt cessation is recommended. If intolerable symptoms occur
following a decrease in the dose or upon discontinuation of treatment,
consider resuming the previously prescribed dose. Subsequently, continue
decreasing the dose at a more gradual rate. Insomnia and Nervousness:
Treatment-emergent insomnia and nervousness have been reported. In
Phase 3 trials, insomnia led to drug discontinuation in 1% of both
depressed patients and Panic Disorder (PD) patients and in 3% of both
Generalized Anxiety Disorder (GAD) and Social Anxiety Disorder (SAD)
patients. Nervousness led to drug discontinuation in 0.9% of depressed
patients, in 2% of GAD patients, and in 0% of SAD and PD patients.
Changes in Weight. Adult Patients: In short-term MDD trials, 7% of
Effexor XR patients had >5% loss of body weight and 0.1% discontinued
for weight loss. In 6-month GAD studies, 3% of Effexor XR patients had
>7% loss of body weight, and 0.3% discontinued for weight loss in 8-
week studies. In 12-week SAD trials, 3% of Effexor XR patients had >7%
loss of body weight and no patients discontinued for weight loss. In
12-week PD trials, 3% of Effexor XR patients had >7% loss of body
weight, and no patients discontinued for weight loss. The safety and
efficacy of venlafaxine in combination with weight loss agents, including
phentermine, have not been established. Coadministration of Effexor XR
and weight loss agents is not recommended. Effexor XR is not indicated
for weight loss alone or in combination with other products. Pediatric
Patients: Weight loss was seen in patients aged 6-17 receiving Effexor XR.
More Effexor XR patients than placebo patients experienced weight loss of
at least 3.5% in both MDD and GAD studies (18% vs. 3.6%; P<0.001).
Weight loss was not limited to patients with treatment-emergent anorexia
(decreased appetite). Children and adolescents in a 6-month study had
increases in weight less than expected based on data from age- and sex-
matched peers. The difference between observed and expected weight
gain was larger for children <12 years old than for adolescents >12 years
old. Changes in Height. Pediatric Patients: In 8-week GAD studies,
Effexor XR patients aged 6-17 grew an average of 0.3 cm (n=122), while

and ine did not exaggerate the psychomotor and psychometric
effects induced by ethanol. Cimetidine: Use caution when administering
venlafaxine with cimetidine to patients with pre-existing hypertension or
hepatic dysfunction, and the elderly. Diazepam: A single dose of
diazepam did not appear to affect the PK of either venlafaxine or ODV.
Venlafaxine did not have any effect on the PK of diazepam or its active
metabolite, desmethyldiazepam, or affect the psychomotor and
psychometric effects induced by diazepam. Haloperidol: Venlafaxine
decreased total oral-dose clearance of haloperidol, resulting in a 70%
increase in haloperidol AUC. The haloperidol Crnax increased 88%, but the
haloperidol elimination half-life was unchanged. Lithium: A single dose of
lithium did not appear to affect the PK of either venlafaxine or ODV.
Venlafaxine had no effect on the PK of lithium. Drugs Highly Bound to
Plasma Proteins: Venlafaxine is not highly bound to plasma proteins;
coadministration of Effexor XR with a highly protein-bound drug should
not cause increased free concentrations of the other drug. Drugs That
Inhibit Cytochrome P450 Isoenzymes: CYP2D6 Inhibitors: Venlafaxine is
metabolized to its active metabolite, 0DV, by CYP2D6. Drugs inhibiting this
isoenzyme have the potential to increase plasma concentrations of
venlafaxine and decrease concentrations of ODV. No dosage adjustment is
required when venlafaxine is coadministered with a CYP2D6 inhibitor.
Concomitant use of venlafaxine with drug treatment(s) that potentially
inhibits both CYP2D6 and CYP3A4, the primary metabolizing enzymes for
venlafaxine, has not been studied. Use caution if therapy includes
venlafaxine and any agent(s) that produces simultaneous inhibition of
these two enzyme systems. Drugs Metabolized by Cytochrome P450
Isoenzymes: Venlafaxine is a relatively weak inhibitor of CYP2D6.
Venlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2C9 (in vitro), or
CYP2C19. Imipramine: Venlafaxine did not affect the PK of imipramine
and 2-OH-imipramine. However, desipramine AUC, Cpax and Cpin
increased by ~35% in the presence of venlafaxine. The 2-0H-desipramine
AUCs increased by 2.5-4.5 fold. Imipramine did not affect the PK of
venlafaxine and ODV. Risperidone: Venlafaxine slightly inhibited the
CYP2D6-mediated metabolism of risperidone to its active metabolite, 9-
hydroxyrisperidone, resulting in @ ~32% increase in risperidone AUC.
Venlafaxine coadministration did not significantly alter the PK profile of the
total active moiety (risperidone plus 9-hydroxyrisperidone). CYP3A4:
Venlafaxine did not inhibit CYP3A4 in vitro and in vivo. Indinavir: In a
study of 9 healthy volunteers, venlafaxine administration resulted in a
28% decrease in the AUC of a single dose of indinavir and a 36%
decrease in indinavir Cpa. Indinavir did not affect the PK of venlafaxine
and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo.
CYP2C9: Venlafaxine did not inhibit CYP2C9 in vitro. In vivo, venlafaxine
75 mg by mouth every 12 hours did not alter the PK of a single 550-mg
dose of tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-
tolbutamide. CYP2C19: Venlafaxine did not inhibit the metabolism of
diazepam, which is partially metabolized by CYP2C19 (see Diazepam
above). MAOIs: See CONTRAINDICATIONS and WARNINGS. CNS-Active
Drugs: Use caution with concomitant use of venlafaxine and other CNS-
active drugs. Based on its mechanism of action and the potential for
serotonin syndrome, use caution when coadministering venlafaxine with
other drugs affecting the serotonergic neurotransmitter systems, such as
triptans, serotonin reuptake inhibitors, or lithium. Electroconvulsive
Therapy (ECT): There are no clinical data establishing the benefit of ECT
combined with Effexor XR treatment. Carcinogenesis, Mutagenesis,
Impairment of Fertility—Carcinogenesis: There was no increase in
tumors in mice and rats given up to 1.7 times the maximum
recommended human dose (MRHD) on a mg/m?* basis. Mutagenesis:
Venlafaxine and ODV were not mutagenic in the Ames reverse mutation
assay in Salmonella bacteria or the CHO/HGPRT mammalian cell forward
gene mutation assay. Venlafaxine was not clastogenic in several assays.
0DV elicited a clastogenic response in the in vivo chromosomal aberration
assay in rat bone marrow. Impairment of Fertility: No effects on
reproduction or fertility in rats were noted at oral doses of up to 2 times
the MRHD on a mg/m* basis. Pregnancy—Teratogenic Effects—
Pregnancy Category C. Reproduction studies in rats given 2.5 times, and
rabbits given 4 times the MRHD (mg/m? basis) revealed no malformations

the | ing Evaluation of Effexor and Effexor XR—N=6,670.
“Frequent”=events occurring in at least 1/100 patients;
“infrequent”=1/100 to 1/1000 patients; “rare”=fewer than 1/1000
patients. Body as a whole - Frequent: chest pain substernal, chills, fever,
neck pain; Infrequent: face edema, intentional injury, malaise, moniliasis,
neck rigidity, pelvic pain, photosensitivity reaction, suicide attempt,
withdrawal syndrome; Rare: appendicitis, bacteremia, carcinoma, cellulitis.
Cardiovascular_system - Frequent: migraine, postural hypotension,
tachycardia; Infrequent: angina pectoris, arrhythmia, extrasystoles,
hypotension, peripheral vascular disorder (mainly cold feet and/or cold
hands), syncope, thrombophlebitis; Rare: aortic aneurysm, arteritis, first-
degree atrioventricular block, bigeminy, bundle branch block, capillary
fragility, cerebral ischemia, coronary artery disease, congestive heart
failure, heart arrest, hematoma, cardiovascular disorder (mitral valve and
circulatory disturbance), mucocutaneous hemorrhage, myocardial infarct,
pallor, sinus arrhythmia. Digestive system - Frequent: increased appetite;
Infrequent: bruxism, colitis, dysphagia, tongue edema, esophagitis,
gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis, rectal
hemorrhage, hemorrhoids, melena, oral moniliasis, stomatitis, mouth
ulceration; Rare: abdominal distension, biliary pain, cheilitis, cholecystitis,
cholelithiasis, esophageal spasms, duodenitis, hematemesis,
gastroesophageal reflux disease, gastrointestinal hemorrhage, gum
hemorrhage, hepatitis, ileitis, jaundice, intestinal obstruction, liver
tenderness, parotitis, periodontitis, proctitis, rectal disorder, salivary gland
enlargement, increased salivation, soft stools, tongue discoloration.
Endocrine system - Rare: galactorrhoea, goiter, hyperthyroidism,
hypothyroidism, thyroid nodule, thyroiditis. Hemic and lymphatic system -
Frequent: ecchymosis; Infrequent: anemia, leukocytosis, leukopenia,
lymphadenopathy, thrombocythemia; Rare: basophilia, bleeding time
increased, cyanosis, eosinophilia, lymphocytosis, multiple myeloma,
purpura, thrombocytopenia. Metabolic and nutritional - Frequent:
edema, weight gain; Infrequent: alkaline phosphatase increased,
dehydration, hypercholesteremia, hyperglycemia, hyperlipemia,
hypoglycemia, hypokalemia, SGOT increased, SGPT increased, thirst;
Rare: alcohol intolerance, bilirubinemia, BUN increased, creatinine
increased, diabetes mellitus, glycosuria, gout, healing abnormal,
hemochromatosis, hypercalcinuria, hyperkalemia, hyperphosphatemia,
hyperuricemia, hypocholesteremia, hyponatremia, hypophosphatemia,
hypoproteinemia, uremia. Musculoskeletal system - Frequent: arthralgia;
Infrequent: arthritis, arthrosis, bone spurs, bursitis, leg cramps,
myasthenia, tenosynovitis; Rare: bone pain, pathological fracture, muscle
cramp, muscle spasms, musculoskeletal stiffness, myopathy,
osteoporosis, osteosclerosis, plantar fasciitis, rheumatoid arthritis, tendon
rupture. Nervous system - Frequent: amnesia, confusion, depersonalization,
hypesthesia, thinking abnormal, trismus, vertigo; Infrequent: akathisia,
apathy, ataxia, circumoral paresthesia, CNS stimulation, emotional lability,
euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia,
incoordination, manic reaction, myoclonus, neuralgia, neuropathy,
psychosis, seizure, abnormal speech, stupor, suicidal ideation; Rare:
abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse,
aphasia, bradykinesia, buccoglossal syndrome, cerebrovascular accident,
feeling drunk, loss of consciousness, delusions, dementia, dystonia,
energy increased, facial paralysis, abnormal gait, Guillain-Barré
syndrome, homicidal ideation, hyperchlorhydria, hypokinesia, hysteria,
impulse control difficulties, libido increased, motion sickness, neuritis,
nystagmus, paranoid reaction, paresis, psychotic depression, reflexes
decreased, reflexes increased, torticollis. Respiratory system - Frequent:
cough increased, dyspnea; Infrequent: asthma, chest congestion,
epistaxis, hyperventilation, laryngismus, laryngitis, pneumonia, voice
alteration; Rare: atelectasis, hemoptysis, hypoventilation, hypoxia, larynx
edema, pleurisy, pulmonary embolus, sleep apnea. Skin and appendages
- Frequent: pruritus; Infrequent: acne, alopecia, contact dermatitis, dry
skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle nails,
erythema nodosum, exfoliative dermatitis, lichenoid dermatitis, hair
discoloration, skin discoloration, furunculosis, hirsutism, leukoderma,
miliaria, petechial rash, pruritic rash, pustular rash, vesiculobullous rash,
seborrhea, skin atrophy, skin hypertrophy, skin striae, sweating
decreased. Special senses - Frequent: abnormality of accommodation,
mydriasis, taste perversion; Infrequent: conjunctivitis, diplopia, dry eyes,
eye pain, hyperacusis, otitis media, parosmia, photophobia, taste loss,
visual field defect; Rare: blepharitis, cataract, chromatopsia, conjunctival
edema, corneal lesion, deafness, exophthalmos, eye hemorrhage,
glaucoma, retinal hemorrhage, subconjunctival hemorrhage, keratitis,
labyrinthitis, miosis, papilledema, decreased pupillary reflex, otitis
externa, scleritis, uveitis. Urogenital system - Frequent: prostatic
disorder (prostatitis, enlarged prostate, and prostate irritability), urination
impaired; Infrequent: albuminuria, amenorrhea, breast pain, cystitis,
dysuria, hematuria, kidney calculus, kidney pain, leukorrhea,
menorrhagia, metrorrhagia, nocturia, polyuria, pyuria, urinary
incontinence, urinary retention, urinary urgency, vaginal hemorrhage,
vaginitis; Rare: abortion, anuria, balanitis, bladder pain, breast discharge,
breast engorgement, breast enlargement, endometriosis, female
lactation, fibrocystic breast, calcium crystalluria, cervicitis, orchitis,
ovarian cyst, prolonged erection, gynecomastia (male), hypomenorrhea,
kidney function abnormal, mastitis, menopause, pyelonephritis, oliguria,
salpingitis, urolithiasis, uterine hemorrhage, uterine spasm, vaginal
dryness. Postmarketing Reports: agranulocytosis, anaphylaxis, aplastic
anemia, catatonia, congenital anomalies, CPK increased, deep vein
thrombophlebitis, delirium, EKG abnormalities such as QT prolongation;
cardiac arrhythmias including atrial fibrillation, supraventricular

tachycardia, ventricular extrasystoles, and rare reports of ventricular
fibrillation and ventricular tachycardia, including torsades de pointes;
epidermal necrosis/Stevens-Johnson syndrome, erythema multiforme,
extrapyramidal symptoms (including dyskinesia and tardive dyskinesia),
angle-closure glaucoma, hemorrhage (including eye and gastrointestinal
bleeding), hepatic events (including GGT elevation; abnormalities of
unspecified liver function tests; liver damage, necrosis, or failure; and
fatty liver), involuntary movements, LDH increased, neuroleptic malignant
syndrome-like events (including a case of a 10-year-old who may have
been taking methylphenidate, was treated and recovered), neutropenia,
night sweats, pancreatitis, pancytopenia, panic, prolactin increased,
pulmonary eosinophilia, renal failure, rhabdomyolysis, serotonin
syndrome, shock-like electrical sensations or tinnitus (in some cases,
subsequent to the discontinuation of venlafaxine or tapering of dose), and
SIADH (usually in the elderly). Elevated clozapine levels that were
temporally associated with adverse events, including seizures, have been
reported following the addition of venlafaxine. Increases in prothrombin
time, partial thromboplastin time, or INR have been reported when
venlafaxine was given to patients on warfarin therapy. DRUG ABUSE AND
DEPENDENCE: Effexor XR is not a controlled substance. Evaluate patients
carefully for history of drug abuse and observe such patients closely for
signs of misuse or abuse. OVERDOSAGE: Electrocardiogram changes
(e.g., prolongation of QT interval, bundle branch block, QRS prolongation),
sinus and ventricular tachycardia, bradycardia, hypotension, altered level
of consciousness (ranging from somnolence to coma), rhabdomyolysis,
seizures, vertigo, liver necrosis, and death have been reported. Treatment
should consist of those general measures employed in the management
of overdosage with any antidepressant. Ensure an adequate airway,
oxygenation and ventilation. Monitor cardiac rhythm and vital signs.
General supportive and symptomatic measures are also recommended.
Induction of emesis is not recommended. Gastric lavage with a large bore
orogastric tube with appropriate airway protection, if needed, may be
indicated if performed soon after ingestion or in symptomatic patients.
Activated charcoal should be administered. Due to the large volume of
distribution of this drug, forced diuresis, dialysis, hemoperfusion, and
exchange transfusion are unlikely to be of benefit. No specific antidotes
for venlafaxine are known. In managing overdosage, consider the
possibility of multiple drug involvement. Consider contacting a poison
control center for additional information on the treatment of overdose.
Telephone numbers for certified poison control centers are listed in the
Physicians’ Desk Reference® (PDR). DOSAGE AND ADMINISTRATION:
Consult full prescribing information for dosing instructions. Switching
Patients to or From an MAOI—At least 14 days should elapse between
discontinuation of an MAOI and initiation of therapy with Effexor XR. At least
7 days should be allowed after stopping Effexor XR before starting an MAOI
(see CONTRAINDICATIONS and WARNINGS). This brief summary is based
on Effexor XR Prescribing Information W10404C019, revised November 2005.
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Iraq Tackles Daunting Task
Of Rebuilding MH System

Iragis and the international mental health community are working to
train mental health care providers within the country and rebuild its

mental health services.

raq’s attempts to rebuild its mental

health services, allowed to grow

moribund under the former regime,

are complicated by low stafting lev-

els, need for more up-to-date train-
ing, and erratic funding, said psychiatrists
and others familiar with conditions in the
country.

Mental health care and facilities had de-
teriorated since he left Iraq in 1979, said
Najaf-born psychiatrist Sabah Sadik,
M.D.,who returned late in 2003 after more
than 20 years in the United Kingdom.
Largely cut off from the rest of the world,
psychiatric thinking had remained stagnant

Photo courtesy of Heartland Alliance

BY AARON LEVIN

the Saddam Hussein regime, which had
neglected the health care system and in-
timidated Iraqi professionals as a means of
social control, added Baghdad native
Husam Alathari, M.D., a clinical instruc-
tor in psychiatry and behavioral sciences
at George Washington University in Wash-
ington, D.C. Since 2004, he has consulted
with the Ministry of Health on substance
abuse treatment and training health pro-
fessionals.

“The fall of the Hussein regime gives us
an opportunity to look at different models
and systems of mental health care,” said
Alathari.

Representatives from the Heartland Alliance, a Chicago-based nonprofit, train community mental
health workers in northern Iraq on treating victims of torture who have posttraumatic stress
disorder. The course required interpreters for two different Kurdish dialects.

over that same time. Care was generally pro-
vided either in private practice or as tertiary
care in the country’s single, large mental
hospital, said Sadik, now medical director
for the West Kent National Health service
in the United Kingdom and national advi-
sor for mental health at the Iraqi Ministry
of Health.

There are an estimated 80 to 100 psy-
chiatrists in Iraq, but some of them may
have left since the U.S. invasion. There are
also few trained nonphysician mental health
workers, something that both the U.S. gov-
ernment and some nonprofits are trying to
change.

The ministry has declared mental health
a priority and has looked at best practices
around the world as models for a new Iraqi
mental health system, said Sadik, speaking
at a news briefing recently in Washington,
D.C.

“We are trying to integrate mental health
into primary care, build mental health units
into general hospitals, close the main men-
tal hospital, and introduce a mental health
reform law,” he said. “We are trying to in-
troduce the concept of community mental
health services in primary care and the use
of the tertiary centers for consultation or
brief hospitalization.”

Care System Long Neglected
Many psychiatrists and mental health
professionals had left the country during

Stigma about chronic mental illness re-
mains a problem, but people seem more
open to seeking help, said Alathari. The com-
mon practice of arranged marriages means
that people are wary of taking on the bur-
den of a mentally ill relative, although strong
family bonds serve as a countervailing source
of support, explained Winnie Mitchell, in-
ternational officer at the Substance Abuse
and Mental Health Services Administration
(SAMHSA) in a separate interview.

Planning meetings have been held out-
side the country, most recently in Amman,
Jordan, last March, with assistance from the
World Health Organization, SAMHSA,
Britain’s Royal College of Psychiatrists, U.S.
military physicians and others. Security con-
ditions remain too dangerous to hold such
meetings within Iraq yet.

Besides their ostensible purpose to
plan a new mental health system, the
meetings have another value, said
Mitchell. During the Saddam regime,
merely speaking up could be dangerous.
The planning meetings allowed the Iraqi
participants to establish an unprece-
dented level of personal trust, aided by
role-playing in work groups. Sadik and
SAMHSA Administrator Charles Curie,
M.A., jointly presented a talk on leader-
ship and team building.

“In the old days, people just waited to
be told what to do,” said Mitchell. “Now,
once they get over that, things just take off.”

Challenges Are
Formidable

Much ground remains
to be made up, even after
several planning meetings
held outside Iraq, cau-
tioned Karen Babich,
Ph.D., director of global
mental health programs
at the National Institute
of Mental Health, in an
interview. Iraqis will need
more exposure to current
community care models
and to contemporary
clinical practice, she said.
For instance, the physi-
cian-centered approach to
care that formerly pre-
vailed may be broadened to include nurses,
psychologists, social workers, or pharma-
cists.

To that end, professionals have left the
country for brief training courses in the
United States, Britain, and elsewhere. Last
year, 10 Iraqi psychiatrists trained for three
months at Sadik’s West Kent site in Britain,
and 30 primary care physicians studied psy-
chiatric concepts in a program in the Per-
sian Gulf state of Bahrain.

Another planning meeting is scheduled
for March 25 to 30, in Cairo, at which fur-
ther integration of mental health with pri-
mary care and ways to deal with substance
abuse will be considered.

Alliance.

Alcohol, Drug Use on Rise

Prescription drugs looted at the time
of Saddam’s fall represent one source of
abusable drugs, especially anxiolytics. Al-
cohol abuse appears more common than
in most other Middle Eastern countries,
said Sadik.

A drug-control law is before the Iraqi
cabinet, said Alathari, who expressed con-
cern for potential abuse of illicit drugs. Iraq’s
geographic position and the chaos of the
insurgency may place the country on opium
and heroin trafficking routes and bring at-
tendant problems. The prior regime
claimed there was no drug abuse in Iraq, so
current treatment is limited to detoxifica-
tion and not rehabilitation or prevention,
according to a SAMHSA report.

“There is a great need for training Iraqi
doctors and for public education about these
questions,” said Alathari. Heartland Al-
liance, a Chicago-based nonprofit, has
planned a training session in northern Iraq
on substance abuse in June.

Updating the system is further compli-
cated by the distribution of health profes-
sionals within Iraq. Psychiatrists are con-
centrated in the large cities, while some rural
provinces have none. Often, younger, less-
experienced doctors are assigned to the
countryside, and little mental health infra-
structure exists in most of the country, ac-
cording to Scott Portman, director of in-
ternational programs for Heartland Alliance.
His organization now trains mental health
workers to treat victims of torture.

“Our funding is specifically for torture
treatment,” said Portman in an e-mail in-
terview from Suleimaniya in northern Iraq.
“However, we are training the health care
workers more broadly, as . . . it is unethical
to assist someone with PTSD but turn away
someone with major depression.”

The students in this program are 200
medical assistants in rural hospitals and
clinics in northern and southern Iraq, areas
relatively safer than the center of the coun-

try.

Iraqi social workers in northern Iraq study jail monitoring
techniques and procedures under the auspices of the Heartland

In the Iraqi health model, medical assis-
tants are considered better trained than
nurses and do preliminary triage and refer-
ral. They receive two years of formal edu-
cation at a medical technical institute, but
there is no mental health concentration in
their program, unlike specialized training
in radiology, surgery, nursing, or pharma-
cology, said Portman.

The newly trained mental health work-
ers are learning to provide psychosocial serv-
ices, medication management, and family
and community education and to help sen-
sitize other health ministry staff to mental
health, mental illness, and psychological
trauma, he said. Heartland Alliance’s goal
is to place these workers in the 10 safest of
Iraq’s 18 provinces.

“The second phase of our program, if
we are lucky enough to keep getting fund-
ing, is to create a special mental health
worker track in the medical assistant tech-
nical colleges,” he said.

The project also provides primary care
physicians with a practical psychiatric re-
fresher opportunity to help them identify
and treat PT'SD and major depression or
other mood disorders and to recognize and
refer severe mental illness cases to psychi-
atrists in the cities.

“We train physicians to improve their
ability to interact with patients who are often
traumatized and help the physicians super-
vise and understand the role of mental
health paraprofessionals,” said Portman.
“Physicians are highly educated and gener-
ally Western in outlook—we try to train
them to be more tolerant of traditional rural
Iraqi cultures and ideas regarding mental
health and to reach out in their communi-
ties to build alliances with religious leaders,
schools, police, and others.”

Elsewhere, a Swedish nongovernmental
organization (NGO) is providing therapy
services in Northern Iraq, an Italian NGO
offers psychosocial services to children in
Baghdad, and a Slovakian organization pro-
vides family support programs in Baghdad.

However Portman fears that U.S. budget
cuts may prevent Heartland Alliance from
continuing its work.

“A project like this requires a few years
to be really successful,” he said. “The State
Department’s Bureau of Democracy,
Human Rights, and Labor funded it for the
first year, but the administration is cutting
human rights funding for Iraq.”

The current State department budget
for these programs is $11.575 million but
the Department has not yet made funding
decisions for the coming fiscal year, said
State Department spokesman Justin Hig-
gins. “There’s still very much a need and we
are working with NGOs and our coalition
partners to provide these services.” W
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Few Teens Turn to Adults
To Help Mentally Il Friend

Half of surveyed adolescents say that if they had a friend with mental
iliness, they would offer emotional support, while others would suggest
that the friend use alcohol or drugs to cope.

hough a majority of ado-
lescents in one Australian
study would offer emo-
tional support to a peer with
mental illness, only about 1
in 4 would engage an adult to help when
concerned about a friend’s mental health.

In addition, 1 in 5 students would either
take no action to help a friend with mental
illness or would make harmful recommen-
dations to the friend, according to a report
published in the January Australian and New
Zealand Fournal of Psychiatry.

Researchers at the University of Mel-
bourne’s Orygen Research Centre surveyed
1,137 students aged 11 to 17 in schools
throughout Southern Australia and the Aus-
tralian Capital Territory. The schools and
students were not randomly selected.

Students were presented with two writ-
ten vignettes, each featuring an adolescent
exhibiting symptoms of mental illness, and
asked to address what actions they would take
if the peer was a friend they wished to help.

In one of the vignettes, 16-year-old
“Mark” displays symptoms of conduct dis-
order. He rarely comes to class and often
frequents the mall, where he plays video
games with friends. Mark has been in trou-
ble for firesetting, vandalism, and theft.
Though Mark’s parents and teachers have
tried to discipline him, “it does not work
as he does not seem to care what anyone
thinks,” according to the vignette.

In the other vignette, “Jenny” is a 16-
year-old who has been feeling unusually sad
for the past month. In addition, she has lost
weight due to poor appetite, has trouble
concentrating and making decisions, and
has lost interest in playing guitar, which
“she has always loved.”

Overall, in response to both vignettes,
more than half of the respondents (53 per-
cent) would offer emotional support to the
person in the vignette or would seek fur-
ther information about the situation from
a trusted adult or through the Internet.

Just 23 percent indicated that they would
enlist the help of a trusted adult, such as a
school counselor.

About 20 percent of the adolescents sur-
veyed would take no steps in helping the
peer or expressed a desire to help but would
have done so in an inappropriate way. For
instance, according to the report, “a num-
ber of respondents wrote that they would
purchase marijuana or alcohol for the dis-
tressed friend.” The authors surmised that
“in some cases, this was probably a joke,
but in other cases it was likely that the re-
spondent considered the use of recreational
drugs to be an effective coping mechanism
in times of stress.”

Others encompassed in the 20 percent
indicated that they would take violent action
against the person in the vignette. Threats
of violence may have been attempts at “mis-
guided humor” on the part of some re-
spondents, according to the authors, but
for others, “the use of violence when trying
to intervene with someone who is known
for violence might seem appropriate.”

BY EVE BENDER

Other inappropriate responses included
threats to “withhold friendship” if the per-
son’s behavior did not change.

Another 3.5 percent of respondents
listed steps that researchers characterized
as “positive social support” but also listed an
inappropriate step that didn’t involve drugs,
alcohol, or violence.

When researchers analyzed the re-
sponses by gender, they found that the girls
were more likely than the boys to seek an

Sunday, May 21, 2006
Lunch: 1:00-1:30 pm

Scientific Program: 1:30-4:30 pPm

1:00 pm Lunch

1:30 Welcome and Introduction

Steven P. Roose, MD—Chairman
Columbia University and the New York State

Psychiatric Institute

Vascular Disease: Mechanisms Underlying the

Relationship*
Dominique Musselman, MD

Emory University School of Medicine
The Bidirectional Relationship Between Diabetes and

Depression*

Sanjay J. Mathew, MD
Mount Sinai School of Medicine

Post-Stroke Depression and the Vascular Depression

Hypothesis*

David C. Steffens, MD
Duke University Medical Center

adult’s help when concerned about a friend’s
mental health.

According to lead author Claire Kelley,
Ph.D., this may be because “girls more than
boys recognize the seriousness of emotional
problems” and the potential to develop into
mental illness later in life. In contrast, “boys
may find it easier to slowly extricate them-
selves from a friendship that is becoming
complicated by emotional problems,” she
told Psychiatric News.

Kelley is the Hugh Lydiard Research
Fellow at the Orygen Research Centre.

One other noteworthy finding was that
the girls responding to the depression vi-
gnette were more likely to offer positive so-
cial support (67.8 percent compared with
51.8 percent for conduct disorder), while
those responding to the conduct-disorder
vignette were more likely to enlist an adult’s
help (35 percent compared with 21 percent
for the depression vignette).

Kelley speculated that “an overt behav-

ioral program is more likely to be fright-
ening to girls, especially if there have been
previous episodes of violence by the per-
son,” which prompts them to either steer
clear” of that person or to “ensure safety
by involving adults from the outset.”

Stigmatizing attitudes that are prevalent
within society or a lack of knowledge about
mental illness may play some role in the in-
appropriate modes of “help” suggested by
some of the youngsters. “Many people do not
understand that mental illnesses can be effec-
tively treated or that people with mental dis-
orders are not ‘crazy’ or dangerous,” she said.

Mental health education in schools
should “include skills for offering help and
encouraging peers to seek help,” the au-
thors concluded.

An abstract of “Adolescents’ Responses
to Peers With Depression or Conduct Dis-
order” is posted at <www.blackwell-
synergy.com/action/showMultiple
Abstracts>. B
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B Understand the mechanisms that underlie the relationship between
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Manage and treat patients who present with comorbid depression
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13% of patients had
diabetes in the landmark
CATIE schizophrenia study
at baseline—

than in the
general population.’

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

Reference: 1. Goff DC, Sullivan LM, McEvoy JP, et al. A comparison of
ten-year cardiac risk estimates in schizophrenia patients from the CATIE
study and matched controls. Schizophr Res. 2005;80:45-53.
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Police Learn Better Response
"To People With Mental Illness

The paradigm of standard police procedure has changed as police of-
ficers stop looking at some people with mental illness as “suspects”
and began to consider them “customers.”

ong known as “curbside coun-

selors” because of their front-

line-role in dealing with crises

involving mentally ill individ-

uals, police are now educated
to back up the nickname. A growing num-
ber of police departments nationwide have
adopted a new approach to interact more
effectively and more safely with people with
mental illness.

Under the program, known as Crisis In-
tervention Teams (CI'TS), communities train
individual volunteer officers to know how
mental illness manifests and best practices
for dealing with those with mental illness in
the field. Another arm of the program des-
ignates continuously available facilities where
mental health professionals always accept
police detainees with signs of mental illness.
"The final but critical aspect of the CIT pro-
gram is to form partnerships with the men-
tal health community so health profession-
als and those with mental illness can learn
how the police operate and provide feed-
back on ways to improve the program.

Although the programs vary somewhat
in different localities, program partici-
pants and researchers said in interviews
with Psychiatric News and in published
studies that the CIT program appears
highly effective and among the best op-
tions for police departments looking to
better handle situations involving people
with mental illness.

“We’re convinced that by providing ad-
ditional skills to the officers, they have been
able to de-escalate situations that in the past
they might have not been so successful
with,” said Mark Munetz, M.D., chief clin-
ical officer of the Summit County (Ohio)
Alcohol, Drug Addiction, and Mental
Health Services Board. Thus, individuals
who are brought “to our emergency psy-
chiatric facility are in better shape; they are
calmer and often more willing to accept
help. So it s a terrific program.”

Origins of New Response

The CIT program began in Memphis,
where police were looking for a better re-
sponse to calls concerning people who dis-
played severe emotional disturbances than
arresting and incarcerating them.

In 1988 the Memphis Police Depart-
ment began working with the local chap-
ter of the National Alliance on Mental IlI-
ness (NAMI) and two local universities to
organize and implement the first CI'T pro-
gram and train officers.

The program now includes about 225
voluntary officers who have had 40 hours
of special training from mental health pro-
fessionals and psychiatrists, family advo-
cates, and consumer groups. The training,
like many CIT programs, includes instruc-
tion on the basics of psychiatry and psy-
chology and de-stigmatizing mental illness,
understanding the symptoms of these con-
ditions, explaining the mechanics of the
local mental health system, and learning
de-escalation techniques. A part of the de-
escalation mindset is the practice of refer-
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ring to individuals as “customers” instead
of “suspects” or “detainees.”

“This is probably the most challenging
because it is helping officers—within the
framework of their own safety and the pub-
lic safety—learn how to talk more effectively
to people in a mental health crisis,” said
Munetz, who runs training for an Akron,
Ohio, CIT program. “In their regular train-
ing they are generally taught to take com-
mand and be in charge, and a lot of what
we teach is being lower key, more patient,
and more soothing in their approach.”

The number of officers trained—a com-
mon CIT guideline is 25 percent of the
force—allows some CIT officers to be avail-
able regardless of the day or time of an
emergency call requiring CIT help.

Having a designated mental health fa-
cility to receive people whom CIT officers
detail for erratic or disruptive behavior was
critical for police to accept the program be-
cause it allows them to return to their pa-
trols as quickly as a simple arrest would.

The Memphis program has since spread
to police departments throughout Ten-
nessee and in several other states, includ-
ing Ohio, Texas, North Carolina, Iowa,
Oregon, New Mexico, and Washington.

In Ohio the Department of Mental
Health developed a coordinating “center
of excellence” to promote CIT and other
jail-diversion efforts, which has led to more
than 1,200 volunteer officers’ receiving
training since May 2000, according to
Munetz, a professor and acting chair of the
Department of Psychiatry at the North-
eastern Ohio Universities College of Med-
icine in Rootstown, Ohio.

Effective for Police and Patients?

Although no national study has yet been
completed on CIT programs, several lim-
ited studies have found them effective and
superior to other law enforcement ap-
proaches for dealing with individuals with
mental illness.

A comparison of the leading police ap-
proaches to better handle people with men-
tal illness found CI'T programs were supe-
rior in having fewer arrests of those who
displayed mental illness and a higher like-
lihood that they would be taken for treat-
ment. The study, in the May 2000 APA
journal Psychiatric Services, compared the
outcomes of the Memphis CI'T program
with those of the civilian counselor teams
who work with police in Birmingham, Ala.,
and the Knoxville, Tenn., mobile crisis units
of specially trained officers.

The study found only the CI'T model in-
cluded a dedicated crisis triage center with a
policy of not refusing police cases, which was
at least partially responsible for CI'T’ much
greater response to “mental disturbance”
calls. The small number of personnel in the
Birmingham and Knoxville programs resulted
in those units’ frequent unavailability to re-
spond to mental disturbance calls.

The study found that CIT officers were
less likely to arrest someone in a “special-

please see Police on page 25
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Residency Pro

Combines

Child, General Psychiatry

The integration of child and general psychiatry early in training allows
for teaching a more holistic approach to psychiatry that views mental
health and iliness across a person’s lifespan.

t the University of Colorado
Health Sciences Center
(UCHSC), a psychiatry res-
ident interested in treating
children and adolescents
won’t have to wait three years to do so.

"That’s because the residency there is ini-
tiating an “integrated”
training program, com-
bining child and general
psychiatry training in one
five-year program.

The program is de-
signed to expose inter-
ested residents early—and
throughout their train-
ing—to children and to
childhood psychopathol-
ogy and to inculcate a
“lifespan” approach to un-
derstanding mental health
and psychopathology.

Residency program as-
sociate director Randy
Ross, M.D., told Psychi-
atric News that the new in-
tegrated program will
begin in July and is part
of a nationwide effort to address the severe
shortage of child psychiatrists.

“We have bought into the philosophy that
part of the problem with attracting people
who are interested in being a psychiatrist and
in treating children is that in a traditional
training program they have to forego seeing
kids for three years while they complete their
general psychiatry training before going into
the child program,” Ross said.

Leaders in child psychiatry and educa-
tion agree that a steep impediment to re-
cruiting quality students into child pro-
grams is built into the structure of
traditional residency training. By the time
residents finish general training, many who
might have made excellent child psychia-
trists are eager to begin practice, have grown
weary of training and the associated debts,
or have simply changed their minds and
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Thomas Anders, M.D.: “Now we have
regulatory concurrence that integrated
training is feasible. We are left with how to
implement this.”

ndy Ross, M.D.: “Most people
who are interested in treating
children go into pediatrics.”

BY MARK MORAN

their career direction.

“From the perspective of adult psychia-
try as well as of child psychiatry, there is a
real need for more child psychiatrists,” said
David Goldberg, M.D., former president
of the American Associaton of Directors of
Psychiatric Residency Training. “The big
problem is that there are
a lot of incoming resi-
dents who say they want
child training but change
their mind for one reason
or another.

“I have experienced
that many times,” he con-
tinued. “Maybe 30 per-
cent of applicants say they
are interested in child
training, but by the time
they finish adult training,
they change their mind.”

Ross noted that the
drop-off is especially pro-
nounced for women resi-
dents who are likely to be
planning families by the
time they have completed
general training and for
that reason may be particularly averse to
starting another rigorous, expensive resi-
dency.

So the logic behind an integrated pro-
gram is this: medical students with an in-
terest in children will be more attracted to
training that exposes them to children’s
mental health issues and psychopathology
early, than to a program that requires them
to defer such exposure until adult training
is completed

“We believe it is critical to let people
choose child psychiatry training as an op-
tion coming right of medical school,” Ross
said. “That doesn’t mean that we don’t think
that the general psychiatry training is im-
portant to being a child psychiatrist—it’s
critical—and we know there is a reason why
child psychiatry is a subspecialty of adult
psychiatry. But we want people to be able
to identify as a child psychiatrist early in
their training.”

-

Funding Can Be Obstacle

The concept is not without obstacles,
however. Most prominent is the fact that
adult residency programs are typically paid
for by the service obligations of trainees; if
a resident cannot cover the adult inpatient
service because he or she is covering the
child service, the program has lost funding
for one of its trainees.

“Psychiatry training has become very
service dominated,” Ross said. “The peo-
ple who are paying the bills want more and
more accountability. So it’s something we
talk about—-how to balance educational
needs against one another. It’s a constant
negotiation.”

Goldberg said he believes that integrated
training, though it offers a number of ad-
vantages, is likely to remain the exception.
“I don’t think this is going to become the
norm throughout the country,” he said. “I

think this is only suitable for large programs
that really have the flexibility to bring an-
other track into the residency and have
enough slots in the adult program that they
can forfeit one.”

Another challenge for directors of inte-
grated programs is the maintenance of class
cohesion, he said. “Administratively, it’s a
lot more difficult,” Goldberg said. “It in-
volves a lot of collaboration between the
adult and child programs. That’s a good
thing, but it’s time consuming and will add
more work to an already very full plate for
training directors.”

Thomas Anders, M.D., president of the
American Academy of Child and Adoles-
cent Psychiatry (AACAP), acknowledged
those obstacles, but reported that recently
the Residency Review Committee for Psy-
chiatry made the adult training require-
ments more flexible so that integrated child
training could begin in the first year.

“Now we have regulatory concurrence
that integrated training is feasible,” Anders

said. “We are left with how to implement
this.”

Teaches More Holistic Approach

In the new program at UCHSC, Ross
said, a resident in the first year learns both
adult and child neurology; in the second
year of training residents see both child and
adult inpatients; and in the third and fourth
years they are taught outpatient skills for
treating children and adults. The fifth year
of training includes advanced clinical elec-
tives focused on working with other health
care providers such as pediatricians and psy-
chologists.

Ross said that the integration of child
and general psychiatry early in training al-
lows for teaching a more holistic approach
to psychiatry that views mental health and
illness across a person’s lifespan—a philos-

ophy that already predominates at UCHSC.

Research Training Included

Ross said his program already has evi-
dence that integrated training can work. In
2004 the department began a six-year pro-
gram incorporating child and general train-
ing along with training in clinical research.

Integration of clinical research skills into
child psychiatry training has been champi-
oned by James Leckman, M.D., director of
research at the Child Study Center at Yale
University School of Medicine, and by agen-
cies such as the National Institute of Men-
tal Health and the Institute of Medicine.

“Everything is working,” Ross said of
the program. “People who want to do child
training and learn clinical research are get-
ting an identity as child psychiatrists early.”

Integrated training programs like the
one at UCHSC are one component of a
multidimensional strategy adopted by
AACAP to address the shortage of child
psychiatrists.

The strategy, outlined in a 2002 “Call
to Action” issued by then AACAP Presi-
dent Marilyn Benoit, M.D., entails devel-
opment of flexible training programs that
offer “multiple portals” for entry into the
field. It also involves creation of an attrac-
tive image of child psychiatry and efforts
to increase child psychiatrists’ reimburse-
ment rates and funding for residents and
training programs.

Anders told Psychiatric News that the con-
cept of integrated training grew out of the ex-
perience with “triple-board” residency pro-
grams, which beginning in the 1980s sought
to provide residents training in pediatrics,

child psychiatry, and general psychiatry.

“The triple board was an attempt to at-
tract to child psychiatry those who might
have chosen pediatrics or adult psychiatry
and to create a new kind of child and ado-
lescent psychiatrist who was much more
medically and biologically trained and could
collaborate with colleagues in pediatrics,” he
said.

Few institutions, however, have em-
braced the triple-board model; as of 2004,
10 such programs existed. But Anders said
the triple-board program had taken its lead
from an earlier model, developed in the
1970s at the University of Pittsburgh by
Peter Henderson, M.D., that combined
child and adult training “from day one.”

Since that time, approximately 11 insti-
tutions have adopted something like the
Pittsburgh model of integrated training.
While they may vary in the specific way in
which they configure training requirements,
all share in common the principle of ex-
posing residents early and continuously to
children and childhood pathology.

Anders believes it is a model that has po-
tential to grow in a way that the triple-board
programs have not. “We would like to pop-
ularize integrated training to enhance the
early and continued exposure of residents to
children and childhood psychopathology,”
he said.

So severe is the shortage of child and
adolescent psychiatrists that some change in
the structure of training itself appears nec-
essary to open the gates of the field. An-
ders and Ross also agreed that a critical
problem is the nearly complete lack of ex-
posure to child psychiatrists or child psy-
chiatry in medical school.

Begin Exposure in Medical School

“Most people who are interested in treat-
ing children go into pediatrics,” Ross said.
“If we are going to recruit people into child
psychiatry, it s critical that we expose med-
ical students to the field, so that they know
that child psychiatry exists, what it is, and
that programs are available.

“The programs that are most successful
in recruiting people into child psychiatry
are putting huge efforts into programs
aimed at exposing students to the field in
medical school,” he said.

More information on child psychiatry
training and AACAP’s 2002 “Strategic
Work Force Plan” is posted at
<www.aacap.ovg/training/index.btm>. W

HIV Study Stipend for
Minority Students

M inority medical students can receive a
stipend for a fourth-year elective in
HIV psychiatry. This rotation will provide
intensive training in HIV mental health in-
cluding neuropsychiatry, a clinical and/or
research experience, and participation in
APA’s Committee on AIDS. This program
is intended to identify minority medical stu-
dents and those who have primary interests
in services related to HIV/AIDS and sub-
stance abuse and its relationship to the men-
tal health or psychological well-being of
ethnic minorities. Program details and ap-
plication  forms are posted at
<www.psych.org/aids>. The deadline for
submission is March 31.

More information is available from
Diane Pennessi in the Office of HIV Psy-
chiatry by phone at (703) 907-8668 or by
e-mail at dpennessi@psych.org. B
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Psych Oral Board Tutorials

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

€ Opening sessions teach oral examination skills
Fees include doing two practice oral exams

One live-patient and one video taped interviewt

L R R 4

Each exam is 1% hours — time enough for an hour
interview and exam followed by faculty evaluation

¢

Senior faculty include former board examiners

¢

Weekend 4 to 10 weeks before your oral boards
April 1-3 — Chicago
€ In board exam city just before your oral boards
May 11-13 — Philadelphia
Sept 5-7, 2006 — Pittsburgh

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

www.psychtutor.net/m63b 800-285-3283

When you positively must pass

CALL FOR POSTERS

American Psychiatric Association
58th Institute on Psychiatric Services
October 5-8, 2006
New York, NY

5

Trauma and Violence
in Our Communities

Poster Submission Deadline:
June 5, 2006

Institute on
Psychiatric
Services

APA's Leading Educational

Conference on Public ans
Community Psychiatry

The poster submission form is available online at
www.psych.org/IPS2006. You must download and
print the forms on pages 6, 10, 11, and 18.

There are no online submissions for this meeting.

The poster submission form can also be obtained
through APA's Answer Center by calling toll free at:

1-888-357-7924 (U.S. or Canada)
and 01-703-907-7300 (International)

or request a submission forms booklet by e-mail at:

APA@psych.org.

For further information about this meeting or the
submission process, please call (703) 907-7377.
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Cocaine Addicts Benefit From
Treatment Combination

Bupropion enables cocaine-dependent subjects receiving methadone
to enjoy the rewards they earn for abstaining from drug use.

ombining bupropion with be-
havioral therapy that rein-
forces a drug-free lifestyle
may significantly reduce co-
caine use in those in a
methadone-maintenance program, ac-
cording to Yale University researchers.

The combination of treatments worked
better than either alone, according to find-
ings published in the February Archives of
General Psychiatry.

Researchers recruited 106 people who
met DSM criteria for opiate and cocaine
dependence through ads in a New Haven,
Conn., community paper and assessed
them from September 2001 to November
2003.

The article noted that combined opioid
and cocaine use is not uncommon and that
some studies have even shown that cocaine
use increases in some people who begin re-
ceiving methadone for the treatment of opi-
ate addiction.

Study subjects were randomized to re-
ceive one of four treatments for 25 weeks.
A nurse administered methadone to each
of the participants for the duration of the
study. An initial dose of 30 mg was increased
to a target dose of 60 mg by the end of the
first week of the study.

The first group received “contingency
management” and bupropion, and the sec-
ond received contingency management and
placebo.

Those randomized to contingency
management received vouchers for sub-
mitting cocaine- and opiate-free urine
samples three times a week. For example,
the vouchers could be exchanged for a
gift card to Wal-Mart and clothes or be
used toward a down payment on a car or
a rent payment.

Each time subjects submitted a clean
urine sample, they received a $3 voucher.
This amount increased by $1 for each sub-
sequent clean urine sample to a maximum
of $15 per sample. Neither of the latter two
groups received the contingency manage-
ment.

In addition, those in the contingency
management groups also received vouch-
ers for completing steps that were meant
to help them remain drug free, such as at-
tending meetings of 12-step programs or
working toward the completion of a Gen-
eral Educational Development equivalency
exam.

The other subjects were randomized to
either the third or fourth group. The for-
mer received vouchers with an increasing
dollar amount for each urine sample sub-
mitted, no matter what the results, plus a
placebo pill, while those in the latter group
received vouchers under the same condi-
tions, along with bupropion.

The two groups assigned to receive
bupropion took an initial dose of 75 mg a
day, with the dose increased to the target
dose of 300 mg a day by the end of the sec-
ond week.

James Poling, Ph.D., the study’ lead in-
vestigator, found that in the group assigned
to contingency management plus bupro-
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pion, the proportion of cocaine-positive
urine samples decreased significantly be-
tween the third and 15th week of the study
(p<.001) and remained low for the remain-
der of the 25-week study.

In contrast, the groups that received
vouchers and bupropion or vouchers and
placebo showed no significant reduction in
cocaine use.

Poling, an assistant professor of psychi-
atry at Yale, told Psychiatric News that be-
cause “there is currently no effective med-
ication for the treatment of cocaine abuse,”
it is excellent news that when combined
with contingency management, bupropion
helps to reduce cocaine use.

Thomas Kosten, M.D., who obtained a
grant from the National Institute on Drug
Abuse to conduct the study, explained why
bupropion and contingency management
may work so well together.

Kosten is a professor of psychiatry and
medicine at Yale and deputy chief of psy-
chiatry at the VA Connecticut Healthcare
System.

Chronic cocaine use disrupts a person’s
ability to experience the pleasure he or she
would normally experience upon redeem-
ing the reward vouchers, he explained, be-
cause repeated cocaine use leads to a marked

“It is excellent news that
when combined with
contingency manage-
ment, bupropion helps

to reduce cocaine use.”

reduction in dopamine receptors. “The neu-
robiology of this reduction in pleasure. . .
occurs through an abnormally low level of
stimulation of the dopamine reinforcement
pathways.”

Bupropion combined with this behav-
ioral therapy “were synergistic due to the
ability of bupropion to help subjects expe-
rience the pleasure of successful and re-
warded drug abstinence,” he said.

In acknowledging that drug-treatment
programs in many community settings
don’t have the money to implement con-
tingency management rewards on the scale
of this study, Poling mentioned research
by Nancy Petry, Ph.D., of the University
of Connecticut Health Center, who has
found that low-cost contingency manage-
ment can also be effective in reducing drug
addiction.

Poling said that future research should
explore the issue of whether bupropion
and contingency management can suc-
cessfully reduce cocaine use beyond the
25-week study period and whether con-
tingency management can be paired with
another behavioral intervention, such as
cognitive-behavioral therapy, for lasting
effects.

An abstract of “Six-Month Trial of
Bupropion With Contingency Manage-
ment With Cocaine Dependence in a
Methadone-Maintained Population” is
posted at <http://archpsyc.ama-assn.
org/cgi/content/abstract/63/2/219>. W
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Several Factors Critical
In Ability to Handle Crises

Several qualities, behaviors, and skills can arm people to deal with
misfortune. Because of their calming effects, the SSRI antidepressants
and whiffs of neuropeptide-Y might also help.

wenty-six years ago, a New
Jersey couple announced
to their mothers that they
were moving to New
Zealand. The husband’s
mother was devastated by the news and died
a few months later. The wife’s mother, how-
ever, said, “Oh, that’s interesting. I look for-
ward to visiting you there!” And that is pre-
cisely what she has done. Her most recent

BY JOAN AREHART-TREICHEL

visit was at age 80.

Could this true story illustrate how some
people, when faced with a traumatic situa-
tion, buckle under, whereas others not only
survive but thrive? Possibly, because find-
ing “opportunity in difficult situations” is
a major characteristic of resilient people, a
resilience researcher reported at a recent
meeting of the American Psychoanalytic
Association in New York City.

Yet looking for a “silver lining” in storm
clouds is not the only attribute or behavior
of resilient people, the researcher — Steven
Southwick, M.D., a professor of psychia-
try at Yale University — emphasized. There
are a number of others as well. Notably:

* Having a moral compass. “In traumatic
situations, there are always difficult choices,”
Southwick explained. “I have never met a
posttraumatic stress disorder patient who
did not have a lot of guilt” because he or
she believed that they had not done enough
to help others affected by the trauma. Re-
silient individuals, in contrast, are convinced
that they took the right course of action in
a difficult situation. For instance, he said, an
American prisoner of war survived four
years in solitary confinement because he
believed deeply in what he had done, that
he had made the right choices.

* Religious faith. There was a woman who
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treatment after recovery from NMS, the potential reintroduction of drug therapy should be carefully considered. The
patient should be carefully monitored since recurrences of NMS have been reported. Tardive Dyskinesia: A syn-
drome of potentially irreversible, involuntary, dyskinetic movements may develop in patients treated with antipsy-
chotic drugs. Although the prevalence of the syndrome appears to be highest among the elderly, especially elderly
women, it is impossible to rely upon prevalence estimates to predict, at the inception of antipsychotic treatment,
which patients are likely to develop the syndrome. Whether antipsychotic drug products differ in their potential to
cause fardive dyskinesia is unknown. The risk of developing tardive dyskinesia and the likelihood that t 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 commanly, after rel-
atively brief treatment periods at low doses. There is no known treatment for established cases of tardive dyskinesia,
although the syndrome may remit, partially or completely, if antipsychotic treatment is withdrawn. Antipsychotic
treatment, itself, however, may suppress (or partially suppress) the signs and symptoms of the syndrome and there-
by may possibly mask the underlying process. The effect that symptomatic suppression has upon the long-term
course of the syndrome is unknown. Given these considerations, SEROQUEL should be prescribed in a manner that
is most likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic treatment should generally be
reserved for patients who appear to suffer from a chronic ilingss that (1) is known to respond to antipsychotic drugs,
and (2) for whom afternative, equally effective, but potentially less harmful treatments are not available or appropri-
ate. In patients who do require chronic treatment, the smallest dose and the shortest duration of treatment produc-
ing a satisfactory clinical response should be sought. The need for continued treatment should be reassessed peri-
odically. If signs and symptoms of tardive dyskinesia appearin a patient on SEROQUEL, drug discontinuation should
be considered. However, some patients may require treatment with SEROQUEL despite the presence of the syndrome.
Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in some cases exireme and associated with ketoacidosis or
hyperosmolar coma or death, has been reported in patients treated with atypical antipsychotics, including SEROQUEL.
Assessment of the rela(lonshm betwegn atypical antipsychotic use and glucose abnormalites is cnmpllcated by the

contribute to an elevation in core body temperature, e.g., exercising strenuously, exposure to extreme heat, receiv-
ing concomitant medication with anticholinergic activity, or being subject to dehydration. Dysphagia: Esophageal
dysmotility and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is a common
cause of morbidity and mortality in elderly patients, in particular those with advanced Alzheimer's dementia.
SEROQUEL and other antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia.
Suicide: The possinilty of a Suicide attempt is inherent in bipolar disorder and schizophrenia; close supervision of
high risk patients should accompany drug therapy. Prescriptions for SEROQUEL should be written for the smallest
quantity of tablets consistent with good patient management in order to reduce the risk of overdose. Use in Patients
with Concomitant lliness: Clinical experience with SEROQUEL in patients with certain concomitant systemic illness-
es is limited. SEROQUEL has not been evaluated or used to any appreciable extent in patients with a recent history
of myocardial infarction or unstable heart disease. Patients with these diagnoses were excluded from premarketing
clinical studies. Because of the risk of orthostatic hypotension with SEROQUEL, caution should be observed in car-
diac patients (see Orthostatic Hypotension). Information for Patients: Physicians are advised to discuss the follow-
ing issues with patients for whom they prescribe SEROQUEL. Orthostatic Hypotension: Patients should be advised
of the risk of orthostatic hypotension, especially during the 3-5 day period of initial dose titration, and also at times
of re-initiating treatment or increases in dose. Interference with Cognitive and Motor Performance: Since somno-
lence was a commonly reported adverse event associated with SEROQUEL treatment, patients should be advised of
the risk of somnolence, especially during the 3-5 day period of initial dose titration. Patients should be cautioned
about performing any activity requiring mental alertness, such as operating a motor vehicle (including automabiles)
or operating hazardous machinery, until they are reasonably certain that SEROQUEL therapy does not affect them
adversely. Pregnancy: Patients should be advised to notify their physician if they become pregnant or intend to
become pregnant during therapy. Nursing: Patients should be advised not to breast feed if they are taking
SEROQUEL. Concomitant Medication: As with other medications, patients should be advised to notify their physi-
cians if they are taking, or plan to take, any prescription or over-the-counter drugs. Alcohol: Patients should be
advised to avoid consuming alcoholic beverages while taking SEROQUEL. Heat Exposure and Dehydration: Patients
should be advised regarding appropriate care in avoiding overheating and dehydration. Laboratory Tests: No specif-
ic laboratory tests are recommended. Drug Interactions: The risks of using SEROQUEL in combination with other
drugs have not been extensively evaluated in systematic studies. Given the primary CNS effects of SEROQUEL, cau-
tion should be used when it is taken in combination with other centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of alcohol in a clinical trial in subjects with selected psychotic disorders, and alcoholic
beverages should be avoided while taking SEROQUEL. Because of ts potential for inducing hypotension, SEROQUEL
may enhance the effects of certain antihypertensive agents. SEROQUEL may antagonize the effects of levodopa and
dopamine agonists. The Effect of Other Drugs on Quetiapine: Phenytoin: Coadministration of quefiapine (250 mg
tid) and phenytoin (100 mg tid) increased the mean oral clearance of quetiapine by 5-fold. Increased doses of
SEROQUEL may be required to maintain control of symptoms of schizophrenia in patients receiving quetiapine and
phenytain, or other hepatic enzyme inducers (e.g., barbiturates, rifampin, Caution
should be taken if phenytoin is withdrawn and replaced with a non-inducer (e.g., valproate). Divalproex:
Coadministration of quetiapine (150 mg bid) and divalproex (500 mg bid) increased the mean maximum plasma con-
centration of quetiapine at steady-state by 17% without affecting the extent of absorption or mean oral clearance.
Thioridazine: Thioridazine (200 mg bid) increased the oral clearance of quetiapine (300 mg bid) by 65%. Cimetidine:
Administration of multiple daily doses of cimetidine (400 mg tid for 4 days) resulted in a 20% decrease in the mean
oral clearance of quetiapine g 50 mg tid). Dosage adjustment for quetiapine is not required when itis given with cime-
tidine. P450 3A Inhibitors: Coadministration of ketoconazole (200 mg once daily for 4 days), a potent inhibitor of
cytochrome P450 3A, reduced oral clearance of quetiaping by 84%, resulting in a 335% increase in maximum plas-
ma concentration of quetiapine. Caution s indicated when SEROQUEL is administered with ketoconazole and other
inhibitors of cytochrome P450 3A (e.q., itraconazole, fluconazole, and erythromycin). Fluoxetine, Imipramine,
Haloperidol, and Risperidone: Coadministration of fluoxetine (60 mg once daily); imipramine (75 mg bid), haloperi-
dol (7.5 mg bid), or risperidone (3 mg bid) with quetiapine (300 mg bid) did ot alter the steady-state pharmacoki-
netics of quetiapine. Effect of Quetiapine on Other Drugs: Lorazepam: The mean oral clearance of lorazepam (2 mg,
single dose) was reduced by 20% in the presence of quetiapine administered as 250 mg tid dosing. Divalproex: The
mean maximum concentration and extent of absorption of total and free valproic acid at steady-state were decreased
by 10 o 12% when divalproex (500 mg bid) was administered with quetiapine (150 mg bid). The mean oral clear-
ance of total valproic acid (administered as divalproex 500 mg bid) was increased by 11% in the presence of queti-
apine (150 mg bid). The changes were not significant. Lithium: Concomitant administration of quetiapine (250 mg
id) with lithium had no effect on any of the steady-state pharmacokinetic parameters of lithium. Antipyrine:
Administration of multiple daily doses up to 750 mg/day (on  tid schedulg) of quetiapine to subjects with selected
psychotic disorders had no clinically relevant effect on the clearance of antipyrine or urinary recovery of antipyrine
metabolites. These results indicate that quetiapine does not significantly induce hepatic enzymes responsible for
cytochrome P450 mediated metabolism of antipyrine. Carcinogenesis, Mutagenesis, Impairment of Fertility:
Carcinogenesis: Carcinogenicity stucies were conducted in C57BL mice and Wistar rats. Quetiapine was adminis-
tered in the diet to mice at doses of 20, 75, 250, and 750 mg/kg and to rats by gavage at doses of 25, 75, and
250 mg/kg for two years. These doses are equivalent to 0.1, 0.5, 1.5, and 4.5 times the maximum human dose
(800 mg/day) on a mg/m? basis (mice) or 0.3, 0.9, and 3.0 times the maximum human dose on a mg/m? basis
(rats). There were statistically significant increases in thyroid gland follicular adenomas in male mice at doses of 250
and 750 mg/kg or 1.5 and 4.5 times the maximum human dose on a mg/m? basis and in male rats at a dose of
250 mg/kg or 3.0 times the maximum human dose on a mg/m? basis. Mammary gland adenocarcinomas were sta-
tistically significantly increased in female rats at all doses tested (25, 75, and 250 mg/kg or 0.3, 0.9, and 3.0 fimes

possivilty of an increased background risk of diabetes mellitus in patients with and th inci-
dence of diabetes mellitus in the general population. Given these confounders, the relationship between atypical
antipsychotic use and hyperglycemia-related adverse events s not completely understood. However, epidemiologi-
cal studies suggest an increased risk of treatment-emergent hyperglycemia-related adverse events in patients
treated with the atypical antipsychotics. Precise risk estimates for hyperglycemia-related adverse events in patients
treated with atypical antipsychotics are not available. Patients with an established diagnosis of diabetes mellitus who
are started on atypical antipsychotics should be monitored regulary for worsening of glucose control. Patients with
risk factors for diabetes mellitus (eg, obesity, family history of diabetes) who are starting treatment with atypical
antipsychotics should undergo fasting blood glucose testing at the beginning of treatment and periodically during
treatment. Any patient treated with atypical antipsychotics should be monitored for symptoms of hyperglycemia
including polydipsia, polyuria, polyphagia, and weakness. Patients who develop symptoms of hyperglycemia during
treatment with atypical antipsychotics should undergo fasting blood glucose testing. In some cases, hyperglycemia
has resolved when the atypical antipsychotic was discontinued; however, some patients required continuation of anti-
diabetic treatment despite discontinuation of the suspect drug.

PRECAUTIONS: General: Orthostatic Hypotension: SEROQUEL may induce orthostatic hypotension associated with
dizziness, tachycardia and, in some patients, syncope, especially during the initial dose-ttration period, probably
reflecting its o,-adrenergic antagonist properties. Syncope was reported in 1% (23/2567) of the patients treated with
SEROQUEL, compared with 0% (0/607) on placebo and about 0.4% (2/527) on active control drugs. SEROQUEL
should be used with particular caution in patients with known cardiovascular disease (history of myocardal infarc-
tion or ischemic heart disease, heart failure or conduction abnormalities), cerebrovascular disease or conditions
which would predispose patients to hypotension (dehydration, hypovolemia and treatment with antihypertensive
medwcauons? The risk of orthostatic hypotension and syncope may be minimized by limiting the iniial dose to
25 myg bid. If hypotension occurs during fitration to the target dose, a return to the previous dose in the titration
schedule is appropriate. Cataracts: The development of cataracts was observed in association with quetiapine
freatment in chronic dog studies (see Animal Toxicology). Lens changes have also been observed in patients
during long-term SEHDEUEL treatment, but a causal relationship to SEROQUEL use has not been established.
Nevertheless, the possibility of lenticular changes cannot be excluded at this time. Therefore, examination of
the lens by methods adequate to detect cataract formation, such as slit lamp exam or other appmpnalely sen-
sitive methods, is recommended at initiation of treatment or shortly thereafter, and at 6 month intervals during
chronic treatment. Seizures: During clinical trials, seizures occurred in 0.6% (18/2792) of patients treated with
SEROQUEL compared o 0.2% (1/607) on placebo and 0.7% (4/527) on active control drugs. As with other antipsy-
chotics SEROQUEL should be used cautiously in patients with a history of seizures or with conditions that potentially
lower the seizure threshold, e.g., Alzheimer's dementia. Conditions that lower the seizure threshold may be more

the maximum human dose on a mg/m? basis). Thyraid follicular cell adenomas may have resulted
from chronic stimulation of the thyroid gland by thyroid stimulating hormone (TSH) resulfing from enhanced metab-
olism and clearance of thyroxine by rodent liver. Changes in TSH, thyroxine, and thyroxine clearance consistent with
this mechanism were observed in subchronic toxicity studies in rat and mouse and in a 1-year toxicity study in rat;
however, the results of these studies were not definitive. The relevance of the increases in thyroid follicular cell ade-
nomas to human risk, through whatever mechanism, is unknown. Antipsychotic drugs have been shown to chroni-
cally elevate prolactin levels in rodents. Serum measurements in a 1-yr toxicity study showed that quetiapine
increased median serum prolactin levels a maximum of 32- and 13-fold in male and female rats, respectively.
Increases in mammary neoplasms have been found in rodents after chronic administration of other antipsychotic
drugs and are considered to be prolactin-mediated. The relevance of this increased incidence of prolactin-mediated
mammary gland tumors in rats to human risk is unknown (see Hyperprolactinemia in PRECAUTIONS, General)
Mutagenesis: The mutagenic potential of quetiapine was tested in six in vitro bacterial gene mutation assays and in
an in vitro mammalian gene mutation assay in Chinese Hamster Ovary cells. However, sufficiently high concentra-
tions of quetiapine may not have been used for all tester strains. Quetiapine did produce a reproducible increase in
mutations in one Salimonelia typhimurium tester strain in the presence of metabolic activation. No evidence of clas-
togenic potential was obtained in an in vitro chromosomal aberration assay in cultured human lymphocytes or in the
in vivo micronucleus assay in rats. Impairment of Fertilty: Quetiapine decreased mating and fertiity in male
Sprague-Dawiey rats at oral doses of 50 and 150 mg/kg or 0.6 and 1.8 times the maximum human dose on a mg/m?
basis. Drug-related effects included increases in interval to mate and in the number of matings required for success-
ful impregnation. These effects continued to be observed at 150 mg/kg even after a two-veek period without treat-
ment. The no-effect dose for impaired mating and fertiity in male rats was 25 mg/kg, or 0.3 fimes the maximum
human dose on a mg/m? basis. Quetiapine adversely affected mating and fertiity in female Sprague-Dawley rats at an
oral dose of 50 mg/kg, or 0.6 times the maximum human dose on a mg/me basis. Drug-related effects included
decreases in matings and in matings resulting in pregnancy, and an increase in the interval to mate. An increase in
irrequiar estrus cycles was observed at doses of 10 and 50 mg/kg, or 0.1 and 0.6 times the maximum human dose
on a mg/me basis.  The no-effect dose in female rats was 1 mg/kg, or 0,01 times the maximum human dose on a
mg/m? basis. Pregnancy: Pregnancy Category C: The teratogenic potential of quetiapine wias studied in Wistar rats
and Dutch Belted rabbits dosed during the period of organogenesis. No evidence of a teratogenic effect was detected
in rats at doses of 25 to 200 mg/kg or 0.3 to 2.4 times the maximum human dose on a mg/me basis or in rabbits at
2510100 mg/kg or 0.6 to 2.4 times the maximum human dose on a mg/m2 basis. There was, however, evidence of
embryoffetaltoxicity. Delays in skeletal ossffication were detected in rat fetuses at doses of 50 and 200 mghkg (0.6and
24 times the maximum human dose on a mg/m? basis) and in rabbits at 50 and 100 mg/kg (1.2 and 2.4 times the
maximum h amg/mebasis). Fetal body weight was reduced in rat fetuses at 200 mg/kg and rabbit fetus-

prevalent in a population of 65 years or older. Hypothyroidism: Clinical trials with SEROQUEL adose-
related decrease in total and free thyroxine (T4) of approximately 20% at the higher end of the therapeutic dose range
and was maximal in the first two to four weeks of treatment and maintained without adaptation or progression dur-
ing more chronic therapy. Generally, these changes were of no clinical significance and TSH was unchanged in most
patients, and levels of TBG were unchanged. In nearly all cases, cessation of SEROQUEL treatment was associated
with a reversal of the effects on total and free T4, irrespective of the duration of treatment. About 0.4% (12/2791)
of SEROQUEL patients did experience TSH increases in monotherapy studies. Six of the patients with TSH increas-
es needed replacement thyroid treatment. In the mania adjunct studies, where SEROQUEL was added to lithium or
divalproate, 12% (24/196) of SEROQUEL treated patients compared to 7% (15/203) of placebo treated patients had
elevated TSH levels. Of the SEROQUEL treated patients with elevated TSH levels, 3 had simultaneous low free T4
levels. Cholesterol and Triglyceride Elevations: In schizophrenia trials, SEROQUEL treated patients had increases
from baseline in cholesterol and triglyceride of 11% and 17%, respectively, compared to slight decreases for place-
bo patients. These changes were only weakly related to the increases in weight observed in SEROQUEL treated
patients. Hyperprolactinemia: Although an elevation of prolactin levels was not demonstrated in clinical trials with
SEROQUEL, increased prolactin levels were observed in rat studies with this compound, and were associated with
an increase in mammary gland neoplasia in rats (see Carcinogenesis). Tissue culture experiments indicate that
approximately one-third of human breast cancers are prolactin dependent in vitro, a factor of potential importance if
the prescription of these drugs is contemplated in a patient with previously detected breast cancer. Although distur-
bances such as galactorrhea, amenorrhea, gynecomastia, and impotence have been reported with prolactin-glevat-
ing compounds, the clinical significance of elevated serum prolactin levels is unknown for most patients. Neither clin-
ical studies nor epidemiologic studies conducted to date have shown an association between chronic administration
of this class of drugs and tumorigenesis in humans; the available evidence is considered too limited to be conclusive
at this time. Transaminase Elevations: Asymptomatic, transient and reversible elevations in serum transaminases
(primarily ALT) have begn reported. In schizopfrenia trials, the proportions of patients with transaminasg elevations
of > 3 times the upper imits of the normal reference range in a pool of 3- to 6-uweek placebo-controlled trials were
approximately 6% for SEROQUEL compared to 1% for placebo. In acute bipolar mania trials, the proportions of
patients with transaminase elevations of > 3 times the upper limits of the normal reference range in a pool of 3- to
12-week placebo-controlled trials were approximately 1% for both SEROQUEL and placebo. These hepatic enzyme
elevations usually occurred within the first 3 weeks of drug treatment and promptly returned to pre-study levels with
ongoing treatment with SEROQUEL. Potential for Cognitive and Motor Impairment: Somnalence was a commonly
reported adverse event reported in patients treated with SEROQUEL especially during the 3-5 day period of initial
dose-titration. In schizophrenia trials, somnolence was reported in 18% of patients on SEROQUEL compared to 11%
of placebo patients. In acute bipolar mania trials using SEROQUEL as monotherapy, somnolence was reported in
16% of patients on SEROQUEL compared to 4% of placebo patients. In acute bipolar mania trials using SEROQUEL
as adjunct therapy, somnolence was reported in 34% of patients on SEROQUEL compared to 9% of placebo patients.
Since SEROQUEL has the potential to impair judgment, thinking, or motor skills, patients should be cautioned about
performing activities requiring mental alertness, such as operating a motor vehicle (including automobiles) or oper-
ating hazardous machinery unti they are reasonably certain that SEROQUEL therapy does not affect them adverse-
Iy. Priapism: One case of priapism in a patient receiving SEROQUEL has been reported prior to market introduction.
While a causal refationship to use of SEROQUEL has not been established, other drugs with alpha-adrenergic block-
ing effects have been reported to induce priapism, and itis possible that SEROQUEL may share this capacity. Severe
priapism may require surgical intervention. Body Temperature Regulation: Although not reported with SEROQUEL,
disruption of the body’s ability to reduce core body temperature has been attributed to antipsychotic agents
Appropriate care is advised when prescribing SEROQUEL for patients who will be experiencing conditions which may
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es at 100 mg/kg (24 times the maximum human dose on a mg/m basis for both species). There was an increased
incidence of a minor soft tissue anomaly (carpaltarsal flexure) in rabbit fetuses at a dose of 100 mg/kg (2.4 times the
maxmur human dose on a mg/me basis). Evidence of maternal toxicty (1., decreases in body weight gain and/or
death) was observed at the high dose in the rat study and at all doses in the rabbit study. In a peri/postnatal repro-
ductive study in rats, no drug-related effects were observed at doses of 1, 10, and 20 mg/kg or 0.01, 0.12, and
0.24 times the maximum human dose on a mg/m? basis. However, in a prehmmary peri/postnatal study, there were
increases in fetal and pup death, and decreases in mean ltter weight at 150 mg/kg, or 3.0 times the maximum human
dose ona mg/m? basis. There are no adequate and well-controlled studies in pregnant women and quetiapine should
be used during pregnancy only if the potential benefit justifies the potential risk to the fetus. Labor and Delivery: The
effect of SEROQUEL on labor and delivery in humans is unknown. Nursing Mothers: SEROQUEL was excreted in milk
of treated animals during lactation. It is not known if SEROQUEL is excreted in human milk. It is recommended that
women receiving SEROQUEL should not breast feed. Pediatric Use: The safety and effectiveness of SEROQUEL in
pediatric patients have not been established. Geriatric Use: Of the approximately 3400 patients in clinical studies with
SEROQUEL, 7% (232) were 65 years of age or over. In general, there was no indication of any different tolerability of
SEROOUELm the elderly cnmpared fo younger adults. Nevertheless, the presence of factors that might decrease phar-
respanse to SEROQUEL, or cause poorer tolerance or orthosta-
sis, should lead to cunswderanon of alower starting dose, slower titration, and careful monitoring during the initial dos-
ing period in the elderly. The mean plasma clearance of SEROQUEL was reduced by 30% to 50% in elderly patients
when compared to younger patients.
ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROQUEL consisting of
over 3000 patients. This database includes 405 patients exposed to SEROQUEL for the treatment of acute bipolar
mania (monotherapy and adjunct therapy) and approximately 2600 patients and/or normal subjects exposed to 1 or
more doses of SEROQUEL for the treatment of 0f these 3000 subjects,

Treatment-Emergent Adverse Experience Incidence in 3- to 12-Week Placebo-Controlled Clinical Trials' for the
Treatment of Schizophrenia and Bipolar Mania (monotherapy): Body as a Whole: Headache, Pain, Asthenia,
Abdominal Pain, Back Pain, Fever, Cardiovascular: Tachycardia, Postural Hypotension; Digestive: Dry Mouth,
Constipation, Viomiting, Dyspepsia, Gastroenteritis, Gamma Glutamyl, Transpeptidase Increased; Metabolic and
Nutritional: Weight Gain, SGPT Increased, SGOT Increased; Nervous: Agitation, Somnolence, Dizziness, Anxiety;
Respiratory: Pharyngitis, Rhinitis; Skin and Appendages: Rash; Special Senses: Amblyopia. ‘Events for which the
SEROQUEL incidence was equal to or less than placebo are not listed, but included the following: accidental injury,
akathisia, chest pain, cough increased, depression, diarrhea, extrapyramidal syndrome, hostility, hypertension,
hypertonia, hypotension, increased appetite, infection, insomnia, leukopenia, malaise, nausea, nervousness, pares-
thesia, peripheral edema, sweating, tremor, and weight loss. In these studies, the most commonly observed adverse
events associated with the use of SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at
least twice that of placebo were somnolence (18%), dizziness (11%), dry mouth (9%), constipation (8%), SGPT
increased (5%), weight gain (5%), and dyspepsia (5%). Table 2, from the full Prescribing Information, enumerates
the incidence, rounded to the nearest percent, of treatment-emergent adverse events that occurred during therapy
(up to 3-weeks) of acute mania in 5% or more of patients treated with SEROQUEL (doses ranging from 100 to 800
mo/day) used as adjunct therapy to lithium and divalproex where the incidence in patients treated with SEROQUEL
was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Experience Incidence in
3-Week Placebo-Controlled Clinical Trials' for the Treatment of Bipolar Mania (Adjunct Therapy): Body as a
Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovascular: Postural Hypotension; Digestive: Dry
Mouth, Constipation; Metabolic and Nutritional: Weight Gain; Nervous: Somnolence, Dizziness, Tremor, Agitation;
Respiratory: Pharyngitis. 'Events for which the SEROQUEL incidence was equal to or less than placebo are not list-
ed, but included the following: akathisia, diarrhea, insomnia, and nausea. In these studies, the most commonly
observed adverse events associated with the se of SEROQUEL (incidence of 5% or greater) and observed ata rate
on SEROQUEL at least twice that of placebo were somnolence (34%), dry mouth (19%), asthenia (10%), constipa-
tion (10%), abdominal pain (7%), postural hypotension (7%), pharyngitis (6%), and weight gain (6%). Explorations
forinteractions on the basis of gender, age, and race did not reveal any clinically meaningful differences in the adverse
event occurrence on the basis of these demographic factors. Dose Dependency of Adverse Events in Short-Term,
Placebo-Controlled Trials: Dose-related Adverse Events: Spontaneously elicited adverse event data from a study of
schizophrenia comparing five fixed doses of SEROQUEL (75 mg, 150 mg, 300 mg, 600 mg, and 750 mg/day) to place-
bo were explored for dose-relatedness of adverse events. Logistic regression analyses revealed a positive dose
respanse (p<0.05) for the following adverse events: dyspepsia, abdominal pain, and weight gain. Extrapyramidal
‘Symptoms: Data from one 6-week clinical trial of schizophrenia comparing five fixed doses of SEROQUEL (75, 150, 300,
600, 750 mg/day) provided evidence for the lack of treatment-emergent extrapyramidal symptoms (EPS) and dose-
relatedness for EPS associated with SEROQUEL treatment. Three methods were used to measure EPS: (1) Simpson-
Angus total score (mean change from baseline) which evaluates parkinsonism and akathisia, (2) incidence of sponta-
neous complaints of EPS (akathisia, akinesia, cogwheel rigidity, extrapyramidal syndrome, hypertonia, hypokinesia,
neck rigidity, and tremor), and (3) use of anticholinergic medications to treat emergent EPS. Vital Signs and
Laboratory Studies: Vital Sign Changes: SEROQUEL is associated with orthostatic hypotension (se¢ PRECAUTIONS).
Weight Gain: In schizophrenia trials the proportions of patients meeting a weight gain criterion of >7% of body weight
were compared in a ool of four 3- to 6-week placebo-controlled clinical trials, revealing a stafistically significantly
greater incidence of weight gain for SEROQUEL (23%) compared to placebo (6%). In mania monotherapy trials the
proportions of patients meeting the same weight gain criterion were 21% compared to 7% for placebo and in mania
adjunct therapy trials the proportion of patients meeting the same weight criterion were 13% compared to 4% for
placebo. Laboratory Changes: An assessment of the premarketing experience for SEROQUEL suggested that it is
associated with asymptomatic increases in SGPT and increases in both total cholesterol and triglycerides (see PRE-
CAUTIONS). An assessment of hematological parameters in short-term, placebo-controlled trials revealed no clinical-
Iy important differences between SEROQUEL and placebo. ECG Changes: Befween group comparisons for pooled
placebo-controlled trials revealed no statistically significant SEROQUEL/placebo differences in the proportions of
patients experiencing potentially important changes in ECG parameters, including QT, QTc, and PR intervals. However,
the proportions of patients meeting the criteria for tachycardia were compared in four 3- to 6-week placebo-controlled
clinical trials for the treatment of schizophrenia revealing a 1% (4/399) incidence for SEROQUEL compared to 0.6%
(1/156) incidence for placebo. In acute (monotherapy) bipolar mana trials the proportions of patients meeting the cri-
teria for tachycardia was 0.5% (1/192) for SEROQUEL compared to 0% (0/178) incidence for placebo. In acute bipo-
lar mania (adjunct) trals the proportions of patients meeting the same criteria was 0.6% (1/166) for SEROQUEL com-
pared to 0% (0/171) incidence for placebo. SEROQUEL use was associated with a mean increase in heart rate,
assessed by ECG, of 7 beats per minute compared to a mean increase of 1 beat per minute among placebo patients.
This slight tendency to tachycardia may be related to SEROQUEL's potential for inducing orthostatic changes (see PRE-
CAUTIONS). Other Adverse Events Observed During the Pre-Marketing Evaluation of SEROQUEL: Following is a list
of COSTART terms that reflect treatment-emergent adverse events as defined in the introduction to the ADVERSE
REACTIONS section reported by patients treated with SEROQUEL at muftiple doses > 75 mg/day during any phase of
atrial within the premarketing database of approximately 2200 patients treated for schizophrenia. All reported events
are included except those already listed in Table 1 or elsewhere in labeling, those events for which a drug cause was
remote, and those event terms which were so general as to be uninformative. It is important to emphasize that,
although the events reported occurred during treatment with SEROQUEL, they were not necessarily caused by it.
Events are further categorized by body system and listed in order of decreasing frequency according to the following
definitions: frequent adverse events are those occurring in at least 1/100 patients (only those not already listed in the
tabulated results from placebo-controlled trials appear in this listing); infrequent adverse events are those occurring in
1/100 o 1/1000 patients; rare events are those occurring in fewer than 1/1000 patients. Nervous System: Frequent:
hypertonia, dysarthria; Infrequent: abnormal dreams, dyskinesia, thinking abnormal, tardive dyskinesia, vertigo, invol-
untary movements, confusion, amnesia, psychosis, hallucinations, hyperkinesia, libido increased*, urinary retention,
incoordination, paranoid reaction, abnormal gait, myoclonus, delusions, manic reaction, apathy, ataxia, depersonal-
ization, stupor, bruxism, catatonic reaction, hemiplegia; Rare: aphasia, buccoglossal syndrome, choreoathetosis, delir-
ium, emotional lability, euphoria, libido decreased”, neuralgia, stuttering, subdural hematoma. Body as a Whole:
Frequent: flu syndrome; Infrequent: neck pain, pelvic pain*, suicide attempt, malaise, photosensitivity reaction, chills,
face edema, moniliasis; Rare: abdomen enlarged. Digestive System: Frequent: anorexia; Infrequent;: increased sali-
vation, increased appetite, gamma glutamyl transpeptidase increased, gingivitis, dysphagia, flatulence, gastroenteritis,
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Steven Southwick, M.D.: “Psychiatrists are
good at assessing psychopathology, but not
very good at assessing people’s strengths.”

was raped, then thrown into a river. Yet she
managed to swim to shore and survive. Her
religious faith is what saved her, she told
Southwick.

* Meditation. Meditation has been used
for thousands of years to calm the mind,
said Southwick. “It is extremely power-
ful. ... It helps us face whatever comes our
way calmly and courageously.”

® Acceptance. “Acceptance is a very im-
portant survival mechanism,” Southwick
asserted. Once people accept the implica-
tions of a crisis, they can test whether they
have the power to change them.

¢ Social support. Friends can help an in-
dividual deal with trauma, even if that indi-
vidual is especially susceptible to stress due to
genetic factors. In one study of subjects with
a particular version of the serotonin trans-
porter known to make people vulnerable to
stress, subjects functioned better if they had
social supports on which they could rely.

¢ Exercise. Exercise can promote not just
physical resilience but psychological re-
silience, it appears. When rats increased
their physical exercise, it triggered nerve
growth in the hippocampus—a brain re-
gion not only crucial for memory but also
bombarded by stress hormones.

¢ Coping skills. There are numerous skills
that people can acquire to help them deal
with adversity. For example, Southwick re-
ported, a special-forces soldier learned how
to handle different types of weapons, para-
chute from a plane, speak several foreign
languages, pick locks, and master other tasks
that could benefit him in a life-or-death sit-
uation. As a result, the soldier was confident
that, if dropped into the Amazon Jungle, or
some other remote area on earth, he would
not only survive but find his way home
within a week.

In addition to the qualities, behaviors,
and skills that can help people successfully
cope with crises, some medications may
help as well, Southwick pointed out.

For instance, animals placed on SSRI
antidepressants were found to handle stress
better than animals not placed on them.
One of the reasons may be that the SSRIs,
like physical exercise, promote nerve growth
in the hippocampus.

The most abundant neuropeptide in the
brain—neuropeptide-Y—is known to have
a calming effect. Further, soldiers who are
more resilient make a lot of it, whereas in-
dividuals with posttraumatic stress disor-
der make very little, Southwick and his col-
leagues have learned. So they are planning
to conduct a study to see if a nasal-spray
form of neuropeptide-Y might increase peo-
ple’s ability to cope with stress. W
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Consciousness Continues

'To Baffle Psychoanalysts

Former President Bill Clinton used to tell the public that he “felt their
pain.” He may have been right—literally. Empathy has been shown to
activate a brain region involved in feeling pain.

large part of a psychiatrist’s

day is spent navigating the

world of emotions, feelings,

and consciousness. Yet what

is actually known about these
ephemeral mental states?

During the past two decades quite a bit
has been learned about emotions, some-
thing about feelings, yet very little about
consciousness, two sessions at a recent
meeting of the American Psychoanalytic
Association in New York City suggested.

One session was conducted by Antonio
Damasio, M.D., a professor of neuroscience
and psychology at the University of South-
ern California. The other session included
Damasio and Arnold Modell, M.D., a pro-
fessor of psychiatry at Harvard Medical
School.

Emotions, Damasio explained, are es-
sentially automatic reactions to a stimulus
in the world or in one’s mind. Sometimes
people’s brains respond with a particular
emotion because of evolution—for instance,
a dark form or a loud noise can provoke fear.

Yet other times, people learn to react
emotionally. For example, one individual
may be emotionally moved by a Chopin
piano concerto, whereas another person
may not. Moreover, emotions can be
grouped into three tiers—background emo-
tions such as enthusiasm; primary emotions
such as fear, anger, and sadness; and social
emotions such as compassion.

Scientists have identified specific areas of
the brain that trigger emotions, Damasio
noted. The amygdala, ventromedial pre-
frontal cortex, anterior cingulate cortex, an-
terior insula, and basal ganglia are some of
the regions that are known to be involved.

Researchers have also found out that spe-
cific brain areas are involved in processing
specific emotions. For example, the ventro-
medial prefrontal cortex is involved in the
manufacture of social emotions. About a
dozen brain structures are implicated in
sparking fear. Also, investigators have dis-
covered some of the changes that occur in
the brain as a result of emotions. For instance,
regardless of whether they are positive or
negative, emotions can influence attention
or working memory, and while a small emo-
tional response can enhance attention or
memory, a large response can impair them.

Feelings Are Not Emotions

As for feelings, Damasio added, they are
not the same as emotions, but are rather
composite perceptions about things, situa-
tions, or people. For example, a person
might say, “I'm not feeling very well today”
or “I just don't feel that that house is the
right one for us.” In fact, an individual can
have a feeling about an emotion he or she
has experienced. Also, “You have parts of
the brain that lead to emotional states and
parts of the brain that lead to feelings about
these states,” and the two may be different.
A case in point: A fMRI study showed that
when subjects experienced the emotion of
sadness, certain brain areas became acti-
vated, yet when they formed a feeling about

BY JOAN AREHART-TREICHEL

their sadness, other brain domains were
aroused.

In contrast, some brain areas may be in-
volved in processing both emotions and feel-
ings, Damasio suggested. Take the insula. In
a recent experiment, a skin wound was in-
flicted on subjects while their partners looked
on. The brain activity of both the subjects
and their partners was monitored before,
during, and after the wound infliction. Re-
sults revealed that the insula in both the sub-
jects’ and partners’ brains became activated
right after the wound was inflicted. In other
words, as the subjects felt pain in reaction
to the wound, their partners “felt” their pain
as well—in other words, experienced the
emotion of compassion.

Also, feelings have both a mental and
physical component, Damasio pointed out.
For example, during combat and while in a
great state of fear, a soldier can become
wounded, yet not feel any pain. “We have
this way of fooling ourselves about the
body,” Damasio said.

Consciousness: The Great Unknown
Finally, when it comes to consciousness,

which Webster’s New Collegiate Dictionary

defines as “the quality or state of being

aware, especially of something within one-
self,” a few glimmerings of knowledge been
obtained. For example,“emotions and feel-
ings are obligate presences in conscious-
ness,” Damasio declared. “I think I am on
solid ground in saying that.” Nonetheless,
a vast number of questions about con-
sciousness still lack answers.

For instance, what is the evolutionary
value of consciousness? No one is sure, but
Damasio speculates that one of its values is
that “it can help you deal with situations that
are unpredictable,” and one way by which it
can do so is by “allowing you to manipulate
images in a process of thought.” Yet another
value of consciousness, Modell believes, is
that it benefits “approach behavior.” In other
words, he explained, people can engage in
avoidance behaviors without being conscious
of it, yet they need consciousness to engage
in approach behaviors—say, selecting a mate.

Are patients in a coma conscious? No
one knows, but Damasio thinks not. Con-
sciousness, he explained, includes not only
brain activity but a sense of self. So even
though stimulation can activate parts of the
brain of comatose patients, they probably do
not have a sense of self.

When people talk in their sleep, are they
conscious? Probably to some degree, Dama-
sio speculated, because consciousness seems
to be necessary for speaking. And the same
holds for sleepwalking, he reasoned. “But
I’'m not sure,” he confessed. “All I know
about consciousness and sleepwalking
comes from Lady MacBeth.”

And how about people who assume more
than one personality? Do they have more
than one consciousness? Damasio believes
not because he has never heard of anyone
simultaneously engaging in multiple per-
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Antonio Damasio, M.D.: Consciousness “can
help you deal with situations that are
unpredictable.”

sonalities. Yet an analyst in the audience
challenged his conclusion: “I have worked
with patients who have exhibited more than
one personality at one time.” H

Arnold Modell, M.D. “Consciousness benefits
not avoidance behavior but approach behavior.”

Don’t Make Assumptions About
Patients’ Culture, Analysts Advised

When patients identify with two or more cultures, they may experience
a mild dissociative process and thus need help integrating their dif-

ferent selves.

a New York City psychoanalyst who

consults to businesses, received a re-
quest for help from a business executive
in another country. Sulkowicz told the ex-
ecutive that he was open to helping him,
but admitted that he had never been to the
country in question. “No problem,” the
executive replied. “In fact, it’s good that
you’ve never been to my country because
you can bring some fresh perspective with
you.”

This interplay, which
Sulkowicz cited at a re-
cent meeting of the
American Psychoanalytic
Association in New York
City, illustrates the fact
that when a therapist and
a patient do not share the
same culture, it does not
invariably lead to disap-
pointing results.

In fact, other examples
of cultural mismatches
between therapist and pa-
tient leading to success-
ful outcomes were cited
at a session on culture and

N ot long ago, Kerry Sulkowicz, M.D.,

Carmela Perez, Ph.D., says that
some patients think their home
country is superior to hers.

BY JOAN AREHART-TREICHEL

psychotherapy at the meeting. For exam-
ple, S. Kalman Kolansky, M.D., an Alexan-
dria, Va., psychiatrist, reported that over
the years a number of non-Jewish patients
have sought him out because of his “Jew-
ishness,” his “otherness.”

And along the same lines, when thera-
pist and patient come from the same cul-
ture, it does not invariably lead to a posi-
tive outcome, session participants stated.
For instance, some Hassidic Jewish padents
have made it clear to
Kolansky that they con-
sider their Jewishness su-
perior to his. And as
Carmela Perez, Ph.D., a
New York City psychol-
ogist said, even though
she  comes  from
Guatemala, some His-
panic patients do not re-
gard her favorably be-
cause they consider their
country of origin in com-
petition with hers.

So, to optimize the
therapist-patient rela-
tionship from a cultural
vantage, session partici-

A
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e
S. Kalman Kolansky, M.D., is sometimes sought
out by non-Jewish patients because of his
“Jewishness.”

pants offered some suggestions. Among
them:
e First, think about what culture means. It
doesn’t invariably mean country of origin,
current nationality, race, religion, or other
obvious demographic factors, Susan Bodnar,
Ph.D., an adjunct professor of clinical psy-
chology at Columbia University Teachers
College, pointed out. It can also designate
micro-cultures within larger cultural land-
scapes—say, business executives who go
drinking together.
¢ “Each of us has to think carefully about
what our cultural contexts are,” Boston
psychiatrist Michael Caplan, M.D., ad-
vised, because therapists’ cultural identi-
please see Culture on page 16
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Advocates Condemn Cuts
In Federal Health Spending

At long last, Congress approves the final 2006 budget, which in-
cludes massive Medicare and Medicaid cuts and a drop in most fed-
eral mental health programs and grants.

ongress approved a federal

budget in early February

that included the first cuts

to entitlement programs

such as Medicare and Med-
icaid since 1997.

The delayed vote on the budget, pro-
jected to save $39 billion over five years and
$99 billion over a decade, was forced after
Senate Democrats made small changes to
the bill the House passed in December be-
fore adjourning.

The measure cuts about 0.3 percent of
federal spending over five years but will
only slightly dent the federal budget deficit.
The cuts sparked opposition from mental
health advocates and others, who charged
Republicans with slashing necessary spend-
ing on programs that help the poor and
aged to partially offset tax cuts for the
wealthy. Critics of the measure also will
point to provisions they say give breaks to
the pharmaceutical and insurance indus-
tries at the expense of Medicare and Med-
icaid beneficiaries

The measure cuts about $6.4 billion from
Medicare and $4.8 billion from Medicaid.

Physicians Get Some Help

The law includes a one-year freeze on
Medicare physician payment rates at the
2005 levels, which averted a scheduled 4.4
percent reduction and will cost $7.3 billion
annually. APA lobbied to block the planned
cut and instead provide a two-year 1 percent
rate increase.

“We’re delighted with the efforts of
Congress to address the health professional
payment issue because we saw that as a po-
tential access barrier itself by creating a sig-
nificant disincentive for Medicare patients,”
said Nicholas Meyers, director of APAs De-
partment of Government Relations (DGR).

The measure dropped provisions from
the earlier Senate version to establish new
Medicare value-based purchasing pro-
grams, which track and reward good clin-
ical performance for physicians and other
Medicare providers. Nonetheless, the Cen-
ters for Medicare and Medicaid Services
(CMS) will continue implementation of
its Physician Voluntary Reporting Pro-
gram (PVRP), under which physicians vol-
untarily send information to CMS about
the quality of care they provide to benefi-
ciaries, which APA leaders worry may later
develop into a mandatory quality-report-
ing program. APA strongly opposes the
CMS program.

The measure also dropped earlier lan-
guage allowing marriage and family ther-
apists and mental health counselors to bill
Medicare independently for their serv-
ices. The APA-led opposition to expanded
coverage for these providers argued that
“scarce resources should be spent first on
addressing the discriminatory 50 percent
coinsurance requirement for all mental
health services,” according to Meyers.

Medicaid Beneficiaries to Pay More
The measure allows states to impose new

BY RICH DALY

copayments on Medicaid beneficiaries with
incomes above the federal poverty line and
provides states with considerable flexibil-
ity in redesigning their Medicaid programs.
Copayments could apply to both services
and medications. APA opposed these
changes along with the rest of the mental

MH Funding at NIH

Fiscal 2006 budget for NIH fell to less than the
previous year, following a 1 percent across-the-
board cut of the federal budget.
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health community.

“We are extremely cognizant of the im-
pact of this, particularly on the poor and
disabled, and we are deeply concerned,”
said Meyers.

Itincludes controversial Medicaid “asset
transfer” language that would make it
harder for seniors to qualify for Medicaid
coverage of their nursing home care if they
have transferred any assets to children or
grandchildren.

"The law includes an APA-supported pro-
vision to allow low-income working par-
ents of disabled children to buy into Med-
icaid, even if their income exceeds the
federal poverty level.

"The bill dropped an APA-supported pro-
vision for oversight requirements for states
that seek to use restrictive formulary poli-
cies for atypical antipsychotic and antide-
pressant drugs.

The cost-sharing provisions could save
about $1.9 billion over five years, a figure
that jumps to $9.7 billion when projected 10
years out, according to Congressional Bud-
get Office estimates.

Substantial Medicare Savings Projected
The Medicare cuts came from a wide
variety of sources, although significant sav-
ings came from lower payments for some
imaging services, spending on which has
please see Spending on page 34



For effective lithium treatment,

effectively delivered...

Start with or switch to

LITHOBID

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

LITHOBID

Lithium toxicity is closely related to serum lithium levels, and can occur at doses close I—Ithlum Ca rbonate USP

Slow-Release Tablets, 300 mg




States Get More Flexibility
To Cut Medicaid Programs

As states begin to grapple with how to implement recently approved
Medicaid cuts, mental health advocates are preparing to fight for the
least disruptive version of the cuts possible.

ongress’s approval in Febru-

ary of cuts of about $6.9 bil-

lion from Medicaid will re-

quire implementation by all

50 states. Mental health ad-

vocates hope to use state legislation to min-
imize the impact of those cuts.

The National Mental Health Association

(NMHA) said the groundswell of opposi-

tion mounted by mental health advocates
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can have a long-term impact by focusing on
state restructuring of Medicaid through ben-
efit-reductions and greater cost-sharing.
“Advocates are well positioned to remind
state legislators of the depth and breadth of
opposition to such cuts and of the potential
electoral consequences of taking that step,”
according to an NMHA statement. “Advo-
cates can take pride in the intensity of the
fight and the dividends those efforts can

have in preventing full implementation of
Medicaid cuts at the state level.”

Rachel Klein, deputy direct of Health
Policy at Families USA, told attendees at
that group’s recent annual meeting that ad-
vocates have an opportunity to impact the
cuts at the state level because some cuts are
mandatory while others are optional.

States may increase copayments sub-
stantially and impose new premiums on
many beneficiaries, including some chil-
dren. The Congressional Budget Office
(CBO) estimates these copayment and pre-
mium increases would reduce Medicaid ex-
penditures by $1.9 billion over five years
and $9.9 billion over 10 years.

Nearly 80 percent of the savings from
increases in copayments is expected to come
from decreased use of medical services,
rather than from collection of increased co-
payments, according to the CBO.

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

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

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

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

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

Usage in Pregnancy

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

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

Usage in Nursing Mothers

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

Pediatric Use

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

PRECAUTIONS

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

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

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

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

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

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

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

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

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

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

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

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

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

Usage in Pregnancy

Pregnancy Category D. (see WARNINGS)

Usage in Nursing Mothers

Because of the potential for serious adverse reactions in nursing infants
and neonates from lithium, a decision should be made whether to
discontinue nursing or to discontinue the drug, taking into account the
importance of the drug to the mother (see WARNINGS).

Pediatric Use

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

Geriatric Use

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

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

ADVERSE REACTIONS

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

Adverse reactions may be encountered at serum lithium concentrations

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

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

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

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

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

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

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

OVERDOSAGE

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

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

Infection prophylaxis, regular chest X-rays, and preservation of adequate
respiration are essential.
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providers to deny needed services to ben-
eficiaries who cannot make the higher co-
payments. Previously, Medicaid benefici-
aries who could not make required
copayments remained financially responsi-
ble to the provider but were not denied the
needed service or prescription drug.

Another new option for states is joining
as one of 10 demonstration states to offer
Health Opportunity Accounts. The pro-
gram offers Medicaid recipients the option
of choosing coverage similar to health sav-
ings accounts. Klein said the option has du-
bious benefits because participants first have
to pay the deductible before their benefits
are activated, which can be up to 110 per-
cent of the $2,500 adult account.

The law also funds a program to allow
Medicaid coverage for disabled children
whose families are not eligible for the pro-
gram and is projected to cost $1.4 billion
over five years.

In describing his state’s implementation
of a program to insure all of the children
in Illinois, Gov. Rod Blagojevich (D) said
the challenge was to find cost savings in
Medicaid. Some funding came from the use
of primary care case managers to better
manage chronic illnesses. He also cautioned
legislators to not lose sight of the individ-
ual in their effort to save money.

“Budgeting is not just about making rev-
enue match spending. It is a moral process,”
Blagojevich said.

Further information about the Medic-
aid cuts are available through the Center
on Budget and Policy Priorities at
<www.cbpp.org/1-29-06bealth.btm>. B

16V
Culture

continued from page 13

fications can influence how they view and
interact with patients. For example, Bod-
nar thinks of herself as a Pennsylvania
coalminer’s granddaughter who grew up
in the Philippines and who then became
an anthropologist and is now “a well-ed-
ucated Jewish psychoanalyst living and
working on Manhattan’s Upper West
Side.”

* Determining the cultures with which
patients identify can help clinicians better
understand their psychological difficulties.
For instance, if there is a large gap between
how they were raised and what was ex-
pected of them, and what they are doing
with their present life, it might be a source
of their problems, Bodnar said. And one
clue to the culture that bilingual or mul-
tilingual patients identify with, Perez
noted, is the language they prefer to use
in therapy.

* When people emigrate from one coun-
try to another, it can lead to their be-
coming confused about who they are and
which culture they are a part of. The same
is true about patients who identify with
two or more cultures because their par-
ents are of different nationalities or be-
cause they have lived in different cultures,
Bodnar added. In a sense, she said, a “mild
dissociative process is what happens when
multiple culture identities crash against
each other. . . .” Thus, the therapist may
need to help them integrate their disparate
selves.

* Becoming better informed about various
cultures is one way to maximize the poten-
tial for successful therapy. B
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IMPORTANT TREATMENT CONSIDERATIONS

Suicidality in Children and Adolescents

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

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

EFFEXOR XR is contraindicated in patients taking
monoamine oxidase inhibitors (MAOIs). EFFEXOR XR
should not be used in combination with an MAOI or
within at least 14 days of discontinuing treatment with
an MAOI; at least 7 days should be allowed after
stopping EFFEXOR XR before starting an MAOI.

Adult and pediatric patients with MDD can experience
worsening of their depression and/or the emergence of suicidal
ideation and behavior, whether or not they are taking
antidepressants. Patients treated with antidepressants
should be observed closely for clinical worsening and
suicidality, especially at the beginning of drug therapy,

Please see brief summary of Prescribing Information on adjacent page.
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54%-70% of patients treated with EFFEXOR XR were panic-free* at 12 weeks "
Proven long-term (6-month) relapse* prevention in panic disorder '

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

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

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

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

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

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

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

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

Reference: 1. Data on file, Wyeth Pharmaceuticals Inc.
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Suicidality in Children and Adolescents

Antidepressants increased the risk of suicidal thinking and

behavior (suicidality) in short-term studies in children and

W|th Major Dlsorder (MDD) and other

ic Anyone ing the use of EFFEXOR XR

or any other antidepressant in a child or adolescent must balance

this risk with the clinical need. Patients who are started on therapy

should be observed closely for clinical wnrsenlng suicidality, or

in ior. Families and caregivers should be

advised of the need for close observation and communication with

the prescriber. EFFEXOR XR is not approved for use in pediatric
patients. (See Warnings and Precautions: Pediatric Use.)

Pooled analyses of short-term (4 to 16 weeks) placebo-controlled
trials of 9 antidepressant drugs (SSRIs and others) in children and

with Major ive Disorder (MDD), obsessive-
compulsive disorder (OCD), or other psychiatric disorders (a total of
24 trials involving over 4,400 patients) have revealed a greater risk
of adverse events representing suicidal thinking or behavior
(suicidality) during the first few months of treatment in those
receiving antidepressants. The average risk of such events in
patients receiving antidepressants was 4%, twice the placebo risk
of 2%. No suicides occurred in these trials.

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochloride or to
any excipients in the formulation. Concomitant use in patients taking
monoamine oxidase inhibitors (MAOIs). WARNINGS: Clinical Worsening
and Suicide Risk— Patients with major depressive disorder (MDD), both
adult and pediatric, may experience worsening of their depression and/or
the emergence of suicidal ideation and behavior (suicidality) or unusual
changes in behavior, whether or not they are taking antidepressant
medications, and this risk may persist until significant remission occurs.
There has been a long-standing concern that antidepressants may have a
role in inducing worsening of depression and the emergence of suicidality
in certain patients. Antidepressants increased the risk of suicidal thinking
and behavior (suicidality) in short-term studies in children and
adolescents with MDD and other psychiatric disorders. It is unknown
whether the suicidality risk in pediatric patients extends to longer-term
use, i.e., beyond several months. It is also unknown whether the
suicidality risk extends to adults. All pediatric patients being treated
with antidepressants for any indication should be observed closely
for clinical worsening, suicidality, and unusual changes in behavior,
especially during the initial few months of a course of drug therapy,
or at times of dose changes, either increases or decreases. Adults
with MDD or comorbid depression in the setting of other psychiatric
illness being treated with antidepressants should be observed
similarly for clinical worsening and suicidality, especially during the
initial few months of a cnurse of drug therapy, or at times of dose

either il Anxiety, agitation, panic
attacks, insomnia, |rr|tab|I|ty, hostlhty, aggressiveness, impulsivity,
isia (psychomotor r hypomania, and mania have been

reported in adult and pediatric patients being treated with antidepressants
for MDD and other indications, both psychiatric and nonpsychiatric.
Although a causal link between the emergence of such symptoms and
either the worsening of depression and/or the emergence of suicidal
impulses has not been established, there is concern that such symptoms
may represent precursors to emerging suicidality. Consideration should be
given to changing the therapeutic regimen, including possibly
discontinuing the medication, in patients whose depression is persistently
worse, or who are experiencing emergent suicidality or symptoms that
might be precursors to worsening depression or suicidality, especially if
these symptoms are severe, abrupt in onset, or were not part of the
patient’s presenting symptoms. If the decision has been made to
discontinue treatment, medication should be tapered, as rapidly as is
feasible, but with recognition that abrupt discontinuation can be
associated with certain symptoms (see PRECAUTIONS and DOSAGE AND
ADMINISTRATION). Families and caregivers of pediatric patients
being treated with antidepressants for MDD or other indications,

both iatric and iatric, should be alerted about the
need to monitor patlents for the emergence of agitation, irritability,
in and the other symptoms described

above, as well as the emergence of suicidality, and to report such
symptoms immediately to health care providers. Such monitoring
should include daily observation by families and caregivers.
Prescriptions for Effexor XR should be written for the smallest quantity of
capsules consistent with good patient management, in order to reduce
the risk of overdose. Families and caregivers of adults being treated for
depression should be similarly advised. Screening Patients for Bipolar
Disorder: A major depressive episode may be the initial presentation of
bipolar disorder. It is generally believed that treating such an episode with
an antidepressant alone may increase the likelihood of precipitation of a
mixed/manic episode in patients at risk for bipolar disorder. Whether any
of the symptoms described above represent such a conversion is
unknown. Prior to initiating antidepressant treatment, patients with
depressive symptoms should be screened to determine if they are at risk
for bipolar disorder; such screening should include a detailed psychiatric
history, including a family history of suicide, bipolar disorder, and
depression. Effexor XR is not approved for use |n treating blpolar
depression. Potential for ion with MAOIs:
some serious, have been reported in patients who recently
discontinued an MAOI and started on venlafaxine, or who recently
dlscontlnued venlafaxine prior to initiation of an MAOI. These
ti luded tremor, my diaphoresis, nausea,
vommng flushing, dizziness, hyperthermla with features resembling
neuroleptic malignant syndrome, seizures, and death. Effexor XR
should not be used in combination with an MAOI, or within at least
14 days of discontinuing treatment with an MAOI. At least 7 days
should be allowed after stopping venlafaxine before starting an
MAOI. Sustained Hypertension—Venlafaxine is associated with
sustained increases in blood pressure (BP) in some patients.
Postmarketing cases of elevated BP requiring immediate treatment have
been reported. Pre-existing hypertension should be controlled. Regular
monitoring of BP is recommended. For patients experiencing sustained
increase in BP, consider either dose reduction or discontinuation.
PRECAUTIONS: General—Discontinuation of Treatment with Effexor XR.
Abrupt discontinuation or dose reduction of venlafaxine at various doses
is associated with new symptoms, the frequency of which increased with
increased dose level and longer duration of treatment. Symptoms include
agitation, anorexia, anxiety, confusion, coordination impaired, diarrhea,
dizziness, dry mouth, dysphoric mood, emotional lability, fasciculation,
fatigue, headaches, hypomania, insomnia, irritability, lethargy, nausea,
nervousness, nightmares, seizures, sensory disturbances (e.g.,
paresthesias such as electric shock sensations), somnolence, sweating,
tinnitus, tremor, vertigo, and vomiting. Monitor patients when
discontinuing treatment. A gradual reduction in the dose rather than
abrupt cessation is recommended. If intolerable symptoms occur
following a decrease in the dose or upon discontinuation of treatment,
consider resuming the previously prescribed dose. Subsequently, continue
decreasing the dose at a more gradual rate. Insomnia and Nervousness:
Treatment-emergent insomnia and nervousness have been reported. In
Phase 3 ftrials, insomnia led to drug discontinuation in 1% of both
depressed patients and Panic Disorder (PD) patients and in 3% of both
Generalized Anxiety Disorder (GAD) and Social Anxiety Disorder (SAD)
patients. Nervousness led to drug discontinuation in 0.9% of depressed
patients, in 2% of GAD patients, and in 0% of SAD and PD patients.
Changes in Weight. Adult Patients: In short-term MDD ftrials, 7% of
Effexor XR patients had >5% loss of body weight and 0.1% discontinued
for weight loss. In 6-month GAD studies, 3% of Effexor XR patients had
>7% loss of body weight, and 0.3% discontinued for weight loss in 8-
week studies. In 12-week SAD trials, 3% of Effexor XR patients had >7%
loss of body weight and no patients discontinued for weight loss. In
12-week PD trials, 3% of Effexor XR patients had >7% loss of body
weight, and no patients discontinued for weight loss. The safety and
efficacy of venlafaxine in combination with weight loss agents, including
phentermine, have not been established. Coadministration of Effexor XR
and weight loss agents is not recommended. Effexor XR is not indicated
for weight loss alone or in combination with other products. Pediatric
Patients: Weight loss was seen in patients aged 6-17 receiving Effexor XR.
More Effexor XR patients than placebo patients experienced weight loss of
at least 3.5% in both MDD and GAD studies (18% vs. 3.6%; P<0.001).
Weight loss was not limited to patients with treatment-emergent anorexia
(decreased appetite). Children and adolescents in a 6-month study had
increases in weight less than expected based on data from age- and sex-
matched peers. The difference between observed and expected weight
gain was larger for children <12 years old than for adolescents >12 years
old. Changes in Height. Pediatric Patients: In 8-week GAD studies,
Effexor XR patients aged 6-17 grew an average of 0.3 cm (n=122), while

placebo patients grew an average of 1.0 cm (n=132); P=0.041. This
difference in height increase was most notable in patients <12. In 8-week
MDD studies, Effexor XR patients grew an average of 0.8 cm (n=146),
while placebo patients grew an average of 0.7 cm (n=147). In a 6-month
study, children and adolescents had height increases less than expected
based on data from age- and sex-matched peers. The difference between
observed and expected growth rates was larger for children <12 years old
than for adolescents >12 years old. Changes in Appetite: Adult Patients:
Treatment-emergent anorexia was more commonly reported for Effexor XR
(8%) than placebo (4%) patients in MDD studies. The discontinuation rate
for anorexia was 1.0% in MDD studies. Treatment-emergent anorexia was
more commonly reported for Effexor XR (8%) than placebo (2%) patients
in GAD studies. The discontinuation rate for anorexia was 0.9% for up to
8 weeks in GAD studies. Treatment-emergent anorexia was more
commonly reported for Effexor XR (20%) than placebo (2%) patients in
SAD studies. The discontinuation rate for anorexia was 0.4% for up to
12 weeks in SAD studies. Treatment-emergent anorexia was more
commonly reported for Effexor XR (8%) than placebo (3%) patients in PD
studies. The discontinuation rate for anorexia was 0.4% for Effexor XR
patients in 12-week PD studies. Pediatric Patients: Decreased appetite
was seen in pediatric patients receiving Effexor XR. In GAD and MDD
trials, 10% of Effexor XR patients aged 6-17 for up to 8 weeks and 3% of
placebo patients had treatment-emergent anorexia. None of the patients
receiving Effexor XR discontinued for anorexia or weight loss. Activation
of Mania/Hypomania: Mania or hypomania has occurred during short-
term depression and PD studies. As with all drugs effective in the
treatment of MDD, Effexor XR should be used cautiously in patients with
a history of mania. Hyponatremia: Hyponatremia and/or the syndrome of
inappropriate antidiuretic hormone secretion (SIADH) may occur with
venlafaxine. Consider this in patients who are volume-depleted, elderly, or
taking diuretics. Mydriasis: Mydriasis has been reported; monitor
patients with raised intraocular pressure or at risk of acute narrow-angle
glaucoma (angle-closure glaucoma). Seizures: In all premarketing
depression trials with Effexor, seizures were reported in 0.3% of
venlafaxine patients. Use cautiously in patients with a history of seizures.
Discontinue in any patient who develops seizures. Abnormal Bleeding:
Abnormal bleeding (most commonly ecchymosis) has been reported.
Serum Cholesterol Elevation: Clinically relevant increases in serum
cholesterol were seen in 5.3% of venlafaxine patients and 0.0% of
placebo patients treated for at least 3 months in ftrials. Consider
measurement of serum cholesterol levels during long-term treatment.
Use in Patients With Concomitant lliness: Use Effexor XR cautiously in
patients with diseases or conditions that could affect hemodynamic
responses or metabolism. Venlafaxine has not been evaluated in patients
with recent history of Ml or unstable heart disease. Increases in QT
interval (QTc) have been reported in clinical studies. Exercise caution in
patients whose underlying medical conditions might be compromised by
increases in heart rate. In patients with renal impairment or cirrhosis of
the liver, the clearances of venlafaxine and its active metabolites were
decreased, prolonging the elimination half-lives. A lower dose may be
necessary; use with caution in such patients. Information for Patients—
Prescribers or other health professionals should inform patients, their
families, and their caregivers about the benefits and risks associated with
treatment with Effexor XR and should counsel them in its appropriate use.
A patient Medication Guide About Using Antidepressants in Children and
Teenagers is available for Effexor XR. The prescriber or health professional
should instruct patients, their families, and their caregivers to read the
Medication Guide and should assist them in understanding its contents.
Patients should be given the opportunity to discuss the contents of the
Medication Guide and to obtain answers to any questions they may | have.
The complete text of the M 1 Guide is at
www.effexorxr.com or in the approved prescribing information. Patients
should be advised of the following issues and asked to alert their

in offspring. However, in rats given 2.5 times the MRHD, there was a
decrease in pup weight, an increase in stillborn pups, and an increase in
pup deaths during the first 5 days of lactation when dosing began during
pregnancy and continued until weaning. There are no adequate and well-
controlled studies in pregnant women; use Effexor XR during pregnancy
only if clearly needed. Nonteratogenic Effects. Neonates exposed to
Effexor XR late in the third trimester have developed complications
requiring prolonged hospitalization, respiratory support, and tube feeding.
Complications can arise immediately upon delivery. Reports include
respiratory distress, cyanosis, apnea, seizures, temperature instability,
feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia,
hyperreflexia, tremor, jitteriness, irritability, and constant crying. This is
consistent with a direct toxic effect of SNRIs or a drug discontinuation
syndrome. In some cases, it is consistent with serotonin syndrome. When
treating a pregnant woman with Effexor XR during the third trimester,
carefully consider the potential risks and benefits of treatment and
consider tapering Effexor XR in the third trimester. Labor, Delivery,
Nursing—The effect on labor and delivery in humans is unknown.
Venlafaxine and 0DV have been reported to be excreted in human milk.
Because of the potential for serious adverse reactions in nursing infants
from Effexor XR, a decision should be made whether to discontinue
nursing or to discontinue the drug, taking into account the importance of
the drug to the mother. Pediatric Use—Safety and effectiveness in the
pediatric population have not been established (see BOX WARNING and
WARNINGS: Clinical Worsening and Suicide Risk). No studies have
adequately assessed the impact of Effexor XR on growth, development,
and maturation of children and adolescents. Studies suggest Effexor XR
may adversely affect weight and height (see PRECAUTIONS-General,
Changes in Height and Changes in Weight). Should the decision be made
to treat a pediatric patient with Effexor XR, regular monitoring of weight
and height is recommended during treatment, particularly if long term.
The safety of Effexor XR for pediatric patients has not been assessed for
chronic treatment >6 months. In studies in patients aged 6-17, blood
pressure and cholesterol increases considered to be clinically relevant
were similar to that observed in adult patients. The precautions for adults
apply to pediatric patients. Geriatric Use—No overall differences in
effectiveness or safety were observed between geriatric and younger
patients. Greater sensitivity of some older individuals cannot be ruled out.
Hyponatremia and SIADH have been reported, usually in the elderly.
ADVERSE REACTIONS: Associated with Discontinuation of Treatment—
The most common events leading to discontinuation in MDD, GAD, SAD,
and PD trials included nausea, anorexia, anxiety, impotence, dry mouth,
dizziness, insomnia, somnolence, hypertension, diarrhea, paresthesia,
tremor, abnormal (mostly blurred) vision, abnormal (mostly delayed)
ejaculation, asthenia, vomiting, nervousness, headache, vasodilatation,
thinking abnormal, decreased libido, and sweating. Commonly Observed
Adverse Events in Controlled Clinical Trials for MDD, GAD, SAD, and PD—
Body as a Whole: asthenia, headache, flu syndrome, accidental injury,
abdominal pain. Cardiovascular: vasodilatation, hypertension, palpitation.
Digestive: nausea, constipation, anorexia, vomiting, flatulence, diarrhea,
eructation. Metabolic/Nutritional: weight loss. Nervous System: dizziness,
somnolence, insomnia, dry mouth, nervousness, abnormal dreams,
tremor, depression, hypertonia, paresthesia, libido decreased, agitation,
anxiety, twitching. Respiratory System: pharyngitis, yawn, sinusitis. Skin:
sweating. Special Senses: abnormal vision. Urogenital System: abnormal
ejaculation, impotence, orgasmic dysfunction (including anorgasmia) in
females. Vital Sign Changes: Effexor XR was associated with a mean
increase in pulse rate of about 2 beats/min in depression and GAD trials
and a mean increase in pulse rate of 4 beats/min in SAD frials. (See
WARNINGS-Sustained Hypertension). Laboratory Changes: Clinically
relevant increases in serum cholesterol were noted in Effexor XR clinical
trials. Increases were duration dependent over the study period and
tended to be greater with higher doses. Other Events Observed During

prescriber if these occur while taking Effexor XR. Clinical W ing and
Suicide Risk: Patients, their families, and their caregivers should be
encouraged to be alert to the emergence of symptoms listed in
WARNINGS: Clinical Worsening and Suicide Risk, especially those
seen early during antidepressant treatment and when the dose is adjusted
up or down. Families and caregivers of patients should be advised to
observe for the emergence of such symptoms on a day-to-day basis,
since changes may be abrupt. Such symptoms should be reported to the
patient’s prescriber or health professional, especially if they are severe,
abrupt in onset, or were not part of the patient’s presenting symptoms.
Symptoms such as these may be associated with an increased risk for
suicidal thinking and behavior and indicate a need for very close
monitoring and possibly changes in the medication. Caution patients
about operating hazardous machinery, including automobiles, until they
are reasonably sure that venlafaxine does not adversely affect their
abilities. Tell patients to avoid alcohol while taking Effexor XR and to notify
their physician 1) if they become pregnant or intend to become pregnant
during therapy, or if they are nursing; 2) about other prescription or over-
the-counter drugs, including herbal preparations, they are taking or plan
to take; 3) if they develop a rash, hives, or related allergic phenomena.
Laboratory Tests—No specific laboratory tests are recommended. Drug
Interactions— Alcohol: A single dose of ethanol had no effect on the
pharmacokinetics (PK) of venlafaxine or 0-desmethylvenlafaxine (ODV),
and venlafaxine did not exaggerate the psychomotor and psychometric
effects induced by ethanol. Cimetidine: Use caution when administering
venlafaxine with cimetidine to patients with pre-existing hypertension or
hepatic dysfunction, and the elderly. Diazepam: A single dose of
diazepam did not appear to affect the PK of either venlafaxine or ODV.
Venlafaxine did not have any effect on the PK of diazepam or its active
metabolite, desmethyldiazepam, or affect the psychomotor and
psychometric effects induced by diazepam. Haloperidol: Venlafaxine
decreased total oral-dose clearance of haloperidol, resulting in a 70%
increase in haloperidol AUC. The haloperidol Crax increased 88%, but the
haloperidol elimination half-life was unchanged. Lithium: A single dose of
lithium did not appear to affect the PK of either venlafaxine or ODV.
Venlafaxine had no effect on the PK of lithium. Drugs Highly Bound to
Plasma Proteins: \lenlafaxine is not highly bound to plasma proteins;
coadministration of Effexor XR with a highly protein-bound drug should
not cause increased free concentratlons of the other drug. Drugs That
Inhibit Cy : CYP2D6 Inhibitors: Venlafaxine is
metabolized o its active metabolite, 0DV, by CYP2D6. Drugs inhibiting this
isoenzyme have the potential to increase plasma concentrations of
venlafaxine and decrease concentrations of ODV. No dosage adjustment is
required when venlafaxine is coadministered with a CYP2D6 inhibitor.
Concomitant use of venlafaxine with drug treatment(s) that potentially
inhibits both CYP2D6 and CYP3A4, the primary metabolizing enzymes for
venlafaxine, has not been studied. Use caution if therapy includes
venlafaxine and any agent(s) that produces S|multaneous |nh|bmon of
these two enzyme systems. Drugs Me li 450

the P Evaluation of Effexor and Effexor XR—N=6,670.
“Frequent”’=events occurring in at least 1/100 patients;
“infrequent”’=1/100 to 1/1000 patients; “rare”=fewer than 1/1000
patients. Body as a whole - Frequent: chest pain substernal, chills, fever,
neck pain; Infrequent: face edema, intentional injury, malaise, moniliasis,
neck rigidity, pelvic pain, photosensitivity reaction, suicide attempt,
withdrawal syndrome; Rare: appendicitis, bacteremia, carcinoma, cellulitis.
Cardiovascular_system - Frequent: migraine, postural hypotension,
tachycardia; Infrequent: angina pectoris, arrhythmia, extrasystoles,
hypotension, peripheral vascular disorder (mainly cold feet and/or cold
hands), syncope, thrombophlebitis; Rare: aortic aneurysm, arteritis, first-
degree atrioventricular block, bigeminy, bundle branch block, capillary
fragility, cerebral ischemia, coronary artery disease, congestive heart
failure, heart arrest, hematoma, cardiovascular disorder (mitral valve and
circulatory disturbance), mucocutaneous hemorrhage, myocardial infarct,
pallor, sinus arrhythmia. Digestive system - Frequent: increased appetite;
Infrequent: bruxism, colitis, dysphagia, tongue edema, esophagitis,
gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis, rectal
hemorrhage, hemorrhoids, melena, oral moniliasis, stomatitis, mouth
ulceration; Rare: abdominal distension, biliary pain, cheilitis, cholecystitis,
cholelithiasis, esophageal spasms, duodenitis, hematemesis,
gastroesophageal reflux disease, gastrointestinal hemorrhage, gum
hemorrhage, hepatitis, ileitis, jaundice, intestinal obstruction, liver
tenderness, parotitis, periodontitis, proctitis, rectal disorder, salivary gland
enlargement, increased salivation, soft stools, tongue discoloration.
Endocrine system - Rare: galactorrhoea, goiter, hyperthyroidism,
hypothyroidism, thyroid nodule, thyroiditis. Hemic and lymphatic system -
Frequent: ecchymosis; Infrequent: anemia, leukocytosis, leukopenia,
lymphadenopathy, thrombocythemia; Rare: basophilia, bleeding time
increased, cyanosis, eosinophilia, lymphocytosis, multiple myeloma,
purpura, thrombocytopenia. Metabolic and nutritional - Frequent:
edema, weight gain; Infrequent: alkaline phosphatase increased,
dehydration, hypercholesteremia, hyperglycemia, hyperlipemia,
hypoglycemia, hypokalemia, SGOT increased, SGPT increased, thirst;
Rare: alcohol intolerance, bilirubinemia, BUN increased, creatinine
increased, diabetes mellitus, glycosuria, gout, healing abnormal,
hemochromatosis, hypercalcinuria, hyperkalemia, hyperphosphatemia,
hyperuricemia, hypocholesteremia, hyponatremia, hypophosphatemia,
hypoproteinemia, uremia. Musculoskeletal system - Frequent: arthralgia;
Infrequent: arthritis, arthrosis, bone spurs, bursitis, leg cramps,
myasthenia, tenosynovitis; Rare: bone pain, pathological fracture, muscle
cramp, muscle spasms, musculoskeletal stiffness, myopathy,
osteoporosis, osteosclerosis, plantar fasciitis, rheumatoid arthritis, tendon
rupture. Nervous system - Frequent: amnesia, confusion, depersonalization,
hypesthesia, thinking abnormal, trismus, vertigo; Infrequent: akathisia,
apathy, ataxia, circumoral paresthesia, CNS stimulation, emotional lability,
euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia,
incoordinatlon manic reaction, myoclonus, neuralgia, neuropathy,

Isoenzymes: Venlafaxine is a relatively weak |nh|b|tor of CYP2D6.
Venlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2C9 (in vitro), or
CYP2C19. Imipramine: Venlafaxine did not affect the PK of imipramine
and 2-OH-imipramine. However, desipramine AUC, Cmax and Cpin
increased by ~35% in the presence of venlafaxine. The 2-OH-desipramine
AUCs increased by 2.5-4.5 fold. Imipramine did not affect the PK of
venlafaxine and ODV. Risperidone: Venlafaxine slightly inhibited the
CYP2D6-mediated metabolism of risperidone to its active metabolite, 9-
hydroxyrisperidone, resulting in a ~32% increase in risperidone AUC.
Venlafaxine coadministration did not significantly alter the PK profile of the
total active moiety (risperidone plus 9-hydroxyrisperidone). CYP3A4:
Venlafaxine did not inhibit CYP3A4 in vitro and in vivo. Indinavir: In a
study of 9 healthy volunteers, venlafaxine administration resulted in a
28% decrease in the AUC of a single dose of indinavir and a 36%
decrease in indinavir Cnax. Indinavir did not affect the PK of venlafaxine
and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo.
CYP2C9: Venlafaxine did not inhibit CYP2C9 in vitro. In vivo, venlafaxine
75 mg by mouth every 12 hours did not alter the PK of a single 550-mg
dose of tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-
tolbutamide. CYP2C19: Venlafaxine did not inhibit the metabolism of
diazepam, which is partially metabolized by CYP2C19 (see Diazepam
above). MAOIs: See CONTRAINDICATIONS and WARNINGS. CNS-Active
Drugs: Use caution with concomitant use of venlafaxine and other CNS-
active drugs. Based on its mechanism of action and the potential for
serotonin syndrome, use caution when coadministering venlafaxine with
other drugs affecting the serotonergic neurotransmitter systems, such as
triptans, serotonin reuptake inhibitors, or lithium. Electroconvulsive
Therapy (ECT): There are no clinical data establishing the beneflt of ECT
combined with Effexor XR treatment. Carci
Impairment of Fertility—Carcinogenesis: There was no increase in
tumors in mice and rats given up to 1.7 times the maximum
recommended human dose (MRHD) on a mg/m? basis. Mutagenesis:
Venlafaxine and ODV were not mutagenic in the Ames reverse mutation
assay in Salmonella bacteria or the CHO/HGPRT mammalian cell forward
gene mutation assay. Venlafaxine was not clastogenic in several assays.
0DV elicited a clastogenic response in the in vivo chromosomal aberration
assay in rat bone marrow. Impairment of Fertility: No effects on
reproduction or fertility in rats were noted at oral doses of up to 2 times
the MRHD on a mg/m? basis. Pregnancy— Teratogenic Effects—
Pregnancy Category C. Reproduction studies in rats given 2.5 times, and
rabbits given 4 times the MRHD (mg/m? basis) revealed no malformations

is, seizure, abnormal speech stupor, suicidal ideation; Rare:
abnormal/changed behawor adjustment disorder, akinesia, alcohol abuse,
aphasia, bradykinesia, buccoglossal syndrome, cerebrovascular accident,
feeling drunk, loss of consciousness, delusions, dementia, dystonia,
energy increased, facial paralysis, abnormal gait, Guillain-Barré
syndrome, homicidal ideation, hyperchlorhydria, hypokinesia, hysteria,
impulse control difficulties, libido increased, motion sickness, neuritis,
nystagmus, paranoid reaction, paresis, psychotic depression, reflexes
decreased, reflexes increased, torticollis. Respiratory system - Frequent:
cough increased, dyspnea; Infrequent: asthma, chest congestion,
epistaxis, hyperventilation, laryngismus, laryngitis, pneumonia, voice
alteration; Rare: atelectasis, hemoptysis, hypoventilation, hypoxia, larynx
edema, pleurisy, pulmonary embolus, sleep apnea. Skin and appendages
- Frequent: pruritus; Infrequent: acne, alopecia, contact dermatitis, dry
skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle nails,
erythema nodosum, exfoliative dermatitis, lichenoid dermatitis, hair
discoloration, skin discoloration, furunculosis, hirsutism, leukoderma,
miliaria, petechial rash, pruritic rash, pustular rash, vesiculobullous rash,
seborrhea, skin atrophy, skin hypertrophy, skin striae, sweating
decreased. Special senses - Frequent: abnormality of accommodation,
mydriasis, taste perversion; Infrequent: conjunctivitis, diplopia, dry eyes,
eye pain, hyperacusis, otitis media, parosmia, photophobia, taste loss,
visual field defect; Rare: blepharitis, cataract, chromatopsia, conjunctival
edema, corneal lesion, deafness, exophthalmos, eye hemorrhage,
glaucoma, retinal hemorrhage, subconjunctival hemorrhage, keratitis,
labyrinthitis, miosis, papilledema, decreased pupillary reflex, otitis
externa, scleritis, uveitis. Urogenital system - Frequent: prostatic
disorder (prostatitis, enlarged prostate, and prostate irritability), urination
impaired; Infrequent: albuminuria, amenorrhea, breast pain, cystitis,
dysuria, hematuria, kidney calculus, kidney pain, leukorrhea,
menorrhagia, metrorrhagia, nocturia, polyuria, pyuria, urinary
incontinence, urinary retention, urinary urgency, vaginal hemorrhage,
vaginitis; Rare: abortion, anuria, balanitis, bladder pain, breast discharge,
breast engorgement, breast enlargement, endometriosis, female
lactation, fibrocystic breast, calcium crystalluria, cervicitis, orchitis,
ovarian cyst, prolonged erection, gynecomastia (male), hypomenorrhea,
kidney function abnormal, mastitis, menopause, pyelonephritis, oliguria,
salpingitis, urolithiasis, uterine hemorrhage, uterine spasm, vaginal
dryness. Postmarketing Reports: agranulocytosis, anaphylaxis, aplastic
anemia, catatonia, congenital anomalies, CPK increased, deep vein
thrombophlebitis, delirium, EKG abnormalities such as QT prolongation;
cardiac arrhythmias including atrial fibrillation, supraventricular

tachycardia, ventricular extrasystoles, and rare reports of ventricular
fibrillation and ventricular tachycardia, including torsades de pointes;
epidermal necrosis/Stevens-Johnson syndrome, erythema multiforme,
extrapyramidal symptoms (including dyskinesia and tardive dyskinesia),
angle-closure glaucoma, hemorrhage (including eye and gastrointestinal
bleeding), hepatic events (including GGT elevation; abnormalities of
unspecified liver function tests; liver damage, necrosis, or failure; and
fatty liver), involuntary movements, LDH increased, neuroleptic malignant
syndrome-like events (including a case of a 10-year-old who may have
been taking methylphenidate, was treated and recovered), neutropenia,
night sweats, pancreatitis, pancytopenia, panic, prolactin increased,
pulmonary eosinophilia, renal failure, rhabdomyolysis, serotonin
syndrome, shock-like electrical sensations or tinnitus (in some cases,
subsequent to the discontinuation of venlafaxine or tapering of dose), and
SIADH (usually in the elderly). Elevated clozapine levels that were
temporally associated with adverse events, including seizures, have been
reported following the addition of venlafaxine. Increases in prothrombin
time, partial thromboplastin time, or INR have been reported when
venlafaxine was given to patients on warfarin therapy. DRUG ABUSE AND
DEPENDENCE: Effexor XR is not a controlled substance. Evaluate patients
carefully for history of drug abuse and observe such patients closely for
signs of misuse or abuse. OVERDOSAGE: Electrocardiogram changes
(e.g., prolongation of QT interval, bundle branch block, QRS prolongation),
sinus and ventricular tachycardia, bradycardia, hypotension, altered level
of consciousness (ranging from somnolence to coma), rhabdomyolysis,
seizures, vertigo, liver necrosis, and death have been reported. Treatment
should consist of those general measures employed in the management
of overdosage with any antidepressant. Ensure an adequate airway,
oxygenation and ventilation. Monitor cardiac rhythm and vital signs.
General supportive and symptomatic measures are also recommended.
Induction of emesis is not recommended. Gastric lavage with a large bore
orogastric tube with appropriate airway protection, if needed, may be
indicated if performed soon after ingestion or in symptomatic patients.
Activated charcoal should be administered. Due to the large volume of
distribution of this drug, forced diuresis, dialysis, hemoperfusion, and
exchange transfusion are unlikely to be of benefit. No specific antidotes
for venlafaxine are known. In managing overdosage, consider the
possibility of multiple drug involvement. Consider contacting a poison
control center for additional information on the treatment of overdose.
Telephone numbers for certified poison control centers are listed in the
Physicians’ Desk Reference® (PDR). DOSAGE AND ADMINISTRATION:
Consult full prescribing information for dosing instructions. Switching
Patients to or From an MAOI—At least 14 days should elapse between
discontinuation of an MAOI and initiation of therapy with Effexor XR. At least
7 days should be allowed after stopping Effexor XR before starting an MAOI
(see CONTRAINDICATIONS and WARNINGS). This brief summary is based
on Effexor XR Prescribing Information W10404C019, revised November 2005.
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Psychiatrists Proactive in
Scope-of-Practice Battles

Although legislation in nine states to expand psychologists’ scope of
practice to include drug prescribing moved little last year, district
branches and APA see emerging bills as a continuing threat.

s legislation to grant prescrib-
ing privileges to psychologists
has proliferated in recent
years, state psychiatric organ-
izations have sought greater
support from other state and national groups,
including APA, to fight such bills.

APA has stepped up its effort to curb such
scope-of-practice expansions following the
approval in recent years of laws in New
Mexico and Louisiana to allow psycholo-
gists to prescribe drugs. APA has reached
out to other national organizations to help
bolster the efforts of district branches and
state associations, which are seen as the front
line in efforts to fend off such legislation.

“We are not alone in psychiatry with our
concerns over the safety of patients when
more and more groups of nonphysician
health care providers want to expand their
practices beyond their training and educa-

BY RICH DALY

tion,” said James H. Scully Jr., M.D., APA
medical director and CEO. “Our members
have been intensely concerned about non-
physicians such as psychologists practicing
medicine without adequate education and
the risks that poses to patients.”

APA’s efforts have included increased fi-
nancial assistance to state groups, advice
for district branches on resisting such leg-
islation, and formation of a partnership with
the AMA and other specialty societies.

The increased effort was based in part
on the proliferation of such bills, which ap-
peared in nine states in 2005. Only legisla-
tion in Hawaii and New Mexico—which
sought to expand existing psychologist pre-
scription-writing privileges—advanced at
all, but bills were offered in Wyoming, Con-
necticut, Oregon, Tennessee, Georgia, Mis-
souri, and Illinois.

APA’s efforts may soon be tested in sev-

AMA Forms Coalition to Thwart
Non-M.D. Practice Expansion

Members of a new medical partnership plan to share expertise and
resources in turning the tide against expansions in nonphysician health

professionals’ scope of practice.

munity’s resources against the growing

threat of expanding scope of practice for
allied health professionals, the AMA has
formed a national partnership to confront
such initiatives nationwide.

The AMA Scope of Practice Steering
Committee, formed at the urging of APA,
will coordinate research to help medical
specialty societies and state medical asso-
ciations fight expansions in nonmedical
scope of practice and improve information
sharing among those groups.

The strength of the approach lies in the
breadth of its membership, which will feed
information on local legislative developments
into the partnership so all of the members
will know what legislative strategies allied
health professionals are using nationally, ac-
cording to Michael Maves, M.D., executive
vice president and CEO of the AMA.

The committee will use $25,000 annual
contributions from its initial members to
fund research that helps refute the key ar-
guments allied health professionals use to
advance their measures in state legislatures.
Initial research will accumulate national
data on differences in training and educa-
tion between physicians and other medical
professionals and track the geographic dis-
tribution of such professions. Advocates of
scope-of-practice expansion often mitigate
differences between allied health profes-
sionals and physicians and claim such leg-
islation is needed to improve health care
access in areas underserved by physicians.

The partnership also will fund cam-
paigns to stop scope-of-practice legislation

I n an effort to marshal the medical com-

BY RICH DALY

in states where such bills appear likely to
advance.

Issues surrounding prescriptive author-
ity will be a major focus for the partner-
ship, which was formed in part at the urg-
ing of APA Medical Director James H.
Scully Jr., M.D. APA has helped lead physi-
cians into the scope-of-practice fight fol-
lowing the enactment of laws in Louisiana
and New Mexico that allow psychologists
to write prescriptions.

“These are issues that go beyond any
one specialty,” Scully said. Every medical
specialty has concerns with a group of allied
health professionals seeking privileges gen-
erally reserved for physicians.

The group will undertake projects fo-
cusing on the identification of what consti-
tutes adequate training and establish rela-
donships with all of the state medical boards
and associations, Scully said. That coordi-
nation will help clarify the message to state
legislators that scope-of-practice concerns
are not turf issues for one or another spe-
cialty but are concerns of the profession of
medicine.

Although the partnership aims to expand
to all 50 states, its initial state medical so-
ciety members are from Massachusetts, Col-
orado, Texas, California, New Mexico, and
Maine. It also includes six medical specialty
societies: APA, American Society of Plas-
tic Surgeons, American Academy of Oto-
laryngology-Head and Neck Surgery,
American Academy of Ophthalmology,
American Academy of Orthopedic Sur-
geons, and American Society of Anesthe-
siologists. W

The State of Prescribing Legislation

Advocates of prescription-writing
privileges for psychologists continue a
multistate legislative effort.
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I Have existing prescribing laws
[ New legislation introduced in 2006

Legislation carried over to 2006
Legislation introduced but failed in 2005

Medical societies joined the AMA scope-
of-practice steering committee

%

#  New Mexico hasan existing prescribing law, and its medical society has
joined the AMA scope-of-practice steering committee.

Source: State Legislation Affairs, APA Department of Government Relations

eral states where bills already have been in-
troduced in the 2006 legislative session.

Missouri

A bill (HB 1447) sponsored by state Rep.
Dennis Wood (R) would create the classi-
fication of licensed prescribing psycholo-
gist under the State Committee of Psy-
chologists. The bill would authorize
psychologists to write prescriptions for
Schedule II psychotropic medicine “or any
other psychological treatment or labora-
tory test as it relates to the practice of psy-
chology.”

The bill would require candidates to
have one year of supervision with at least
100 patients consistent with “supervision-
preceptorship” models recommended by
the American Psychological Association and
300 hours of didactic educational training,
and to pass an exam testing their compe-
tency.

The bill would require psychologists to
form a collaborative practice agreement
with a licensed physician for one year to ex-
pose them to diagnosis and treatment of
medical problems.

The legislation, which did not advance
when introduced last year, is not expected
to gain much support this year, according
to Jill Watson, interim executive director
of the Western Missouri Psychiatric Soci-
ety. She credits APA with helping the dis-
trict branch stay informed about develop-
ments on the issue in other states. APA’s
message to state groups to form stronger
partnerships with their better-funded and
more connected state medical societies has
already been realized in Missouri, where
the state medical society undertakes all of
the lobbying against the psychologist pre-
scription bill.

Watson said she hopes to get the society’s
membership more focused on the issue and
to take a more active role in lobbying
against the bill.

Georgia

The Georgia Psychiatric Physicians As-
sociation (GPPA) is facing the reintroduc-
tion of a psychologist prescribing bill in-
troduced at the end of last year’s legislative
session, said Lasa Joiner, the association’s
executive director and lobbyist.

The bill (HB 923), sponsored by state
Rep. Clay Cox (R), would authorize “health
service provider psychologists” who meet
continuing education requirements to pre-

scribe drugs in certain circumstances.

No movement appears likely on the bill,
but Joiner said the GPPA is watching that
the legislation is not attached to scope-of-
practice bills for other allied health profes-
sionals that are advancing in the legislature.

The legislation’s authors justify it on
concerns that psychiatrists are insufficiently
dispersed throughout the state to allow
timely visits by patients requiring a psy-
chiatric medication. The bill sponsor, who
owns a private probation company, said the
legislation may help patients such as his
clients who live in rural areas. Joiner said
he will likely find psychologists are no bet-
ter distributed around the state.

A better option might be the approval of
another bill to allow advanced-practice
nurses—such as nurse practitioners—to pre-
scribe under a protocol with a physician,
Joiner said. Georgia is the only state that
does not allow advanced-practice nurses to
write a prescription, though they are allowed
to call in a prescription over the phone.

In recent years GPPA has received APA
grants to help fund its lobbying effort when
hotly contested bills affecting mental health
care have arisen. The group also benefits
from the Georgia Medical Association’s
grassroots lobbying campaign, which draws
on a pool of more than 6,000 patient-ad-
vocates and physicians to pressure legisla-
tors.

Their lobbying focus is to help legisla-
tors understand the risks and complexities
of prescribing medications instead of set-
ting up a choice between psychologists and
psychiatrists.

Tennessee

Legislation in Tennessee (HB 479 and
SB 723) would give prescriptive authority
to psychologists certified by a board of ex-
aminers in psychology. It also would re-
quire training and education standards set
by the board, which would include a psy-
chiatrist representative.

The legislation advanced out of a House
subcommittee for the first time last year,
said Greg Kyser, M.D., chair of the Leg-
islative Committee of the Tennessee Psy-
chiatric Association (TPA). He credited
support from the Tennessee Medical As-
sociation and the local branch of the Na-
tional Alliance on Mental Illness for stop-
ping the bill’s progress. An emergency
lobbying grant from APA also was critical.

please see Scope of Practice on page 34
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APA Works on Many Fronts
For Members, Patients

hroughout the year, Psy-
chiatric News provides reg-
ular and comprehensive
coverage of APA’s many
advocacy activities in both
the public and private sector, including
government relations, public affairs, busi-
ness initiatives, and psychiatric practice.
I applaud that coverage and want to high-
light some of our activities from 2005 and
our plans for 2006 as part of our efforts
to provide you with more information on

Eugene Cassel, J.D., is special counsel and di-
rector of APA’s Division of Advocacy.
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Agenda

6:00 Pm  Introduction
David L. Dunner, MD—Chairman

University of Washington School of Medicine
Definitions and Clinical Characteristics of

Treatment-Resistant Depression
David L. Dunner, MD

Treatment Resistance and Genes:

The Biology vs. Pharmacology Enigma
Francisco A. Moreno, MD e University of Arizona College of Medicine

o 2o

BY EUGENE D. CASSEL, ].D.

how APA is working on your behalf.

As you may recall, the Division of Ad-
vocacy is composed of the Department of
Government Relations, the Office of
Healthcare Systems and Financing, and the
Office of Communications and Public Af-
tairs. Many—if not most—of our activities
are a result of group efforts, not only within
the division but also through communica-
tion and participation with APA’s compo-
nents, leadership, and other staff and divi-
sions including, of course, our medical
director and CEQO, James H. Scully Jr., M.D.

A major initiative in 2005 was the
“Healthy Minds, Healthy Lives” public in-

Dinner
5:30-6:00 pm

formation campaign that
led our efforts to reduce
the stigma associated with
mental illness and put a
new and positive face on
mental health and psy-
chiatry. Implemented by
the Office of Communi-
cations and Public Affairs,
the campaign provided
both electronic and writ-
ten communications to
the public, as well as use-
ful information for our
members and our district branches/state as-
sociations (DB/SAs). We launched our con-
sumer Web site, <www.HealthyMinds.org>;
developed a new series of “Let’s Talk Facts”
brochures and fact sheets, which are avail-
able in English and Spanish; created a new
public service announcement; and posted

ParentsMedGuide.org in English and Span-

RPN  Treatment-Resistant

Depression:

New Data, New Approaches
Saturday, May 20, 2006

Scientific Program
6:00-9:00 rPm

Sheraton Centre Toronto Hotel
Lower Concourse Grand Ballroom
Toronto, Ontario, Canada

Held at the APA 2006 Annual Meeting

Statement of Need

This symposium will present new findings regarding treatment-resistant depression (TRD).
About half of all patients who are treated for depression either do not respond to therapy or

do not achieve a full remission of symptoms. Persistence of depression in these patients

results in continued impairment in psychosocial function and increases the likelihood of

medical morbidity and suicide mortality. In this symposium, there will be a discussion of the

definition of TRD, its clinical, neuroradiological, and familial characteristics, psychotherapeutic
and psychopharmacologic treatment strategies, and the use of physical therapies to
enhance response. Novel treatments undergoing research in this population will be
presented. Patients with TRD pose considerable problems for clinicians involved in their
care. Presentations from this symposium will be aimed at providing rational and systematic

Positron Emission Tomography of Chronic Vagus Nerve

Stimulation for Severe Treatment-Resistant Depression
Jose V. Pardo, MD e University of Minnesota Medical School

Augmentation Strategies for Patients With Difficult-to-Treat

Major Depressive Disorder

Alicia Ruelaz, MD e Cedars-Sinai Health System -

7:45

Brain Stimulation Therapies for Treatment-Resistant Depression
Linda L. Carpenter, MD « Brown Medical School

depression (TRD)

approaches for clinicians to improve outcomes in patients with TRD.

Educational Objectives
At the conclusion of this program, the participants should be better able to

I Assess the therapeutic approach to treating patients with treatment-resistant

Identify the complexities of a diagnosis of TRD

B Recognize the “naturalistic” treatment outcome of TRD

Identify brain metabolic correlates of TRD and describe the effects of chronic vagus

8:10
9:00

Panel Discussion and Q&A Session

Conclusion

The American Psychiatric Association (APA) is accredited by the Accreditation Council for
Continuing Medical Education to provide continuing medical education for physicians.

The APA designates this educational activity for a maximum of 3 AMA PRA Category 1
Credits™. Physicians should only claim credit commensurate with the extent of their
participation in the activity.

Attendees must be registered for the APA Annual Meeting to attend this symposium.
Seating is limited and will be based on a first-come, first-served basis. For more
information about the meeting, please visit the APA website at www.psych.org or contact
the APA toll free at 1-888-357-7924 (within the US or Canada) or 703-907-7300.

Sponsored by the American Psychiatric Association

m PSYCHIATRIC NEWS / March 3, 2006

nerve stimulation (VNS) on brain metabolism in TRD
Define the role of genetics in depressive disorders

Describe genetic and environmental influences in the biology of depression and
treatment resistance

Evaluate the strengths and weaknesses of the existing acute treatment data
investigating the efficacy of augmentation treatment for difficult-to-treat major
depressive disorder

Utilize efficacy data for established and investigational central neuromodulatory
treatments for TRD, including electroconvulsive therapy (ECT), repetitive transcranial
magnetic stimulation (rTMS), magnetic seizure therapy (MST), and vagus nerve
stimulation (VNS) therapy

Supported by an educational grant from

Cyberonics

ish to assist parents who
are concerned about their
children’s mental health,
specifically depression.

As a first-time en-
deavor, we produced a
video on the Mental I1I-
ness Awareness Week
Congressional Sympo-
sium, cosponsored by APA
and NAM]I, to help raise
awareness in Congress of
posttraumatic stress dis-
order suffered by return-
ing soldiers and survivors of natural disas-
ters such as Hurricane Katrina.

This year we are launching our second
year of the “Healthy Minds, Healthy Lives”
campaign, which remains very timely, given
the increase in media and public attention
to mental illnesses and psychiatry over the
past year. In addition to our key messages,
the public has had to sort through many
perspectives on mental health from a range
of sources including celebrities, the media,
physicians, government officials, and men-
tal health providers, to name a few. To en-
sure that APA continues to understand
which messages are most meaningful to the
public, as part of the 2006 campaign, we
will conduct new consumer research to help
gauge public understanding of mental dis-
orders and psychiatry. From this research,
we will be able to provide our members and
the public with information to help counter
misinformation about psychiatric illnesses
and treatment. Other important aspects of
our Healthy Minds campaign will include
an array of national and local media and ad-
vertising placements and several new “Let’s
Talk Facts” brochures, with topics ranging
from obsessive-compulsive disorder and
substance use disorders to mental health in
various minority communities.

Implementation of Medicare Part D, the
new Medicare prescription drug benefit,
has been beset by significant problems in
enrollment and communications between
the Centers for Medicare and Medicaid Ser-
vices (CMS), the health plans, and phar-
macies, resulting in reports of patients not
receiving their medications. APA, partner-
ing with the National Mental Health As-
sociation, National Alliance on Mental I11-
ness, American Association for Geriatric
Psychiatry, American Association of Com-
munity Psychiatrists, National Association
of State Mental Health Program Directors,
National Council for Community Behav-
ioral Health Care, and Treatment Effec-
tiveness Now, has developed a Web site at
<www.MentalHealthPartD.org> to assist
our members, patients, families, and
providers in transitioning to Part D.

APA and other partners met with CMS
numerous times in 2005 detailing our con-
cerns focusing on the Medicare/Medicaid
(dual-eligible) patient population, drug for-
mularies and administrative processes. We
have increased our activities this year as im-
plementation has hit some major snags. We
have established an ongoing relationship with
CMS staff through meetings, e-mails, and
phone calls, sometimes on a daily basis, in an
effort to resolve issues. APA has broadened
its efforts including meeting with members
of Congress and working with the AMA and
national medical specialty societies to urge
strongly that the problems be fixed.

‘We have also provided APA DB/SAs with
letters and articles detailing the new Part D
program and issues that might arise for
physicians and continue to hold a weekly

please see APA Works on page 20



Gontrol acute agitation with

GEODON

for Injection (zipiosidone mesyofe
——

Rapid improvement with low EPS"?

e Significant control achieved between 15 and 30 minutes* after injection”
¢ Proven advantages over haloperidol IM

— twice the improvement as measured on the BPRS"

— significantly lower incidence of movement disorders”

e Smooth transition, with continued improvement, from IM to oral therapy**
e May be used concomitantly with henzodiazepines

3

“In 2 pivotal studies vs control, significance was achieved at 15 minutes (with 10 mg dose) and 30 minutes (with 20 mg dose), respectively.
"In a 7-day, open-label IM-to-oral transition study.
*In a 6-week, open-label IM-to-oral transition study.

GEODON

Oral Capsules (ziprasidone HC|
and Injiection ziprosidone mesylofe|

Y
Ye' 0 =
.

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

GEODON is contraindicated in patients with a known history of QT prolongation, recent acute myocardial infarction, or uncompensated heart failure,
and should not be used with other QT-prolonging drugs. GEODON has a greater capacity to prolong the QT interval than several antipsychotics.
In some drugs, QT prolongation has been associated with torsade de pointes, a potentially fatal arrhythmia. In many cases this would lead to the
conclusion that other drugs should be tried first.

In fixed-dose, pivotal studies, the most commonly observed adverse events associated with the use of GEODON for Injection (incidence >=5%)
and observed at a rate in the higher GEODON dose groups (10 mg, 20 mg) of at least twice that of the lowest GEODON dose group (2 mg control) were
somnolence (20%), headache (13%), and nausea (12%).

Please see brief summary of prescribing information on adjacent page.



APA Works

continued from page 18

conference call with DB/SA executive staff
to provide regular updates and to hear how
the implementation is going in the various
states. Please share your experience with Part
D—the good, the bad, and the ugly—
through APAs Medicare Part D Help Line
at (866) 882-6227 or by e-mail at
partd@psych.org (see box on page 1). We
want to hear from you.

Our Medicare Part D efforts have been
led by the Office for Healthcare Systems and
Financing. Other initiatives this year include
continuing high-quality and responsive
membership service through the managed
care help line, providing key technical assis-
tance and advocacy on CPT coding and
practice management, as well as reaching
out and working with the business commu-

nity addressing employee mental health. Our
business outreach also includes our renewed
cosponsorship of the Second World Con-
gress Leadership Summit scheduled for May:.

The first session of the 109th Congress
was challenging for APA and the rest of
medicine, as advocacy goals for our patients
and the profession were buffeted by budget
deficit actions by Congress directed at Med-
icaid and Medicare. The budget deficit con-
ference agreement passed by the Senate and
the House and signed by President Bush
includes reductions in Medicare and Med-
icaid spending of roughly $40 billion over
the next five years.

The conference agreement grants the
states the flexibility to redesign their Med-
icaid program and impose copayments and
is certainly of concern to APA and many
other mental health advocacy organizations.
APA strongly opposed these Medicaid re-
ductions (see page 16).

Despite strong interest by some mem-
bers of Congress in the inclusion of pay-
for-performance legislation for physicians
in the provisions of the conference agree-
ment, such language was successfully not
included. Instead of permitting a 4.4 percent
decrease in the Medicare fee schedule,
which APA and all of medicine strongly op-
posed, the conferees agreed to a one-year
freeze. A provision permitting marriage and
family therapists to bill Medicare inde-
pendently was successfully removed.

Your DGR staff was successful in hav-
ing legislation passed by Congress and
signed by President Bush that removes the
30-patient group-practice limit on
buprenorphine treatment. Implementation
of this law will significantly increase access
to these treatments.

For 2006, the second session of the 109th
Congress, we will be seeking passage of leg-
islation to phase out Medicare’s discrimi-

BRIEF SUMMARY. See package insert for full prescribing information.

information andinstructionsin the Patient i i b with patients. Laboratory Tests: Patients being considered
for GEODON treatment who are at risk of significant electrolyte disturbances should have baseline serum potassium and magnesium

Increased Mortality in Elderly Pati ith D ia-Related Psychosis: Elderly pati ith dementia-related psychosi with
atypical antipsychotic drugs are at an increased risk of death compared to placebo. Analyses of seventeen placebo controlled trials
(modal duration of 10 weeks) in these patients revealed a risk of death in the drug-treated patients of between 1.610 1.7 times that seen
in placebo-treated patients. Over the course of a typical 10 week controlled trial, the rate of death in drug-treated patients was about
4.5%, compared to a rate of about 2.6% in the placebo group. Although the causes of death were varied, most of the deaths appeared
to be either cardiovascular (e.g., heart failure, sudden death) or infectious (€.g., pneumonia) in nature. GEODON (ziprasidone) is not
approved for the treatment of patients with Dementia-Related Psyl:hnsis

INDICATIONS—GEODON ( isindi iaand acute manic or mixed episodes associated with
bipolar disorder with orwithout psychotic Ieatures GEODON® (zrprasmune mesylate) for Injection is indicated for acute agitation in
schizophrenic patients.
CONTRAINDICATIONS — QT Prolongation: Because of GEODON's dose-related prolongation of the QT interval and the known association
of fatal arrhythmias with QT prolongation by some other drugs, GEODON is contraindicated in patients with a known history of QT
prolongation (including congenital long QT syndrome), with recent acute myocardial infarction, or with uncompensated heart failure (see
WARNINGS ). Pharmacokinetic/pharmacodynamic studies between GEODON and other drugs that prolong the QT interval have not been
performed. An additive effect of GEODON and other drugs that prolong the QT interval cannot be excluded. Therefore, GEODON should not
be given with dofetilide, sotalol, quinidine, other Class laand Il anti-arhythmics, fazine, thioridazine, chlorp i droperrdol
pimozide, sparfloxacin, gatifloxacin, moxifloxacin, halofantrine, mefl idi ioxide, levomethadyl
mesylate, probucol, or tacrolimus. GEODON is also contramdlcated with drugs that have demonstrated QT prolongation as one of their
pharmacodynamic effects and have this effect described in the full ginfc as on oraboxed or bolded warning
(see WAHNINGS) GEODON is contraindi inindividuals with a known hyp ivity to the product. WARNINGS —Increased
Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-related psychosis treated with atypical
antipsychotic drugs are at an increased risk of death compared to placebo. GEODON (ziprasidone) is not approved for the treatment
of patients with dementia-related psychosis (see Boxed Warning). QT Prolongation and Risk of Sudden Death: GEODON use should
he avoided in combination with other drugs that are known to prolong the QT; interval. Additionally, clinicians should be alert to the
identification of other drugs that have been consistently observed to prolong the QT; interval. Such drugs should not be prescribed with
GEODON. A study directly comparing the QT/QT,-prolonging effect of GEODON with several other drugs effective in the treatment of
schizophrenia was conducted in patient volunteers. The mean increase in QT; from baseline for GEODON ranged from approximately
9to 14 msec greater than for four of the comparator drugs (risperidone, olanzapine, quetiapine, and haloperidol), but was
approximately 14 msec less than the prolongation observed for thioridazine. In this study, the effect of GEODON on QT; length was not
augmented by the presence of a metabolic inhibitor (ketoconazole 200 mg bid). In placebo-controlled trials, GEODON increased the
QT; interval compared to placebo by approximately 10 msec at the highest recommended daily dose of 160 mg. In clinical trials the
electrocardiograms of 2/2988 (0.06%) GEODON patients and 1/440 (0.23%) placebo patients revealed QT intervals exceeding the
potentially clinically relevantthreshold of 500 msec. In the GEODON patients, neither case suggested a role of GEODON. Some drugs
that prolong the QT/QTg interval have been associated with th oftorsade de pointes and with sudden unexplained death.
The relationship of QT prolongation to torsade de pointes is clearest for larger increases (20 msec and greater) hut it is possible that
smaller QT/QT prolongations may also increase risk, or increase it in susceptible individuals, such as those with hypokalemia,
hypomagnesemia, or genetic predisposition. Although torsade de pointes has not been observed in association with the use of GEODON
atrecommended doses in premarketing studies, experience is too limited to rule out an increased risk. A study evaluating the QT/QT;
prolonging effect of intramuscular GEODON, with intramuscular haloperidol as a control, was conducted in patient volunteers. Inthe
trial, ECGs were obtained at the time of maximum plasma concentration following two injections of GEODON (20 mg then 30 mg) or
halupenﬂul (7.5mg then 1ll mg) given four hours apart. Note that a 30 mg dose of intramuscular GEODON is 50% higher than the
The hange in QT; from baseline was calculated for each drug using a sample-based correction
that removes the effect of heart rate on the QT interval. The mean increase in QT, from baseline for GEODON was 4.6 msec following
thefirstinjectionand 12.8 dinjection. The in QT from baseline for haloperidol was 6.0 msec
following the first injection and 14.7 msec following the second injection. In this study, no patient had a QT interval exceeding 500
msec. As with other antipsychotic drugs and placebo, sudden unexplained deaths have been reported in patients taking GEODON at
recommended doses. The premarketing experience for GEODON did not reveal an excess of mortality for GEODON compared to other
antipsychotic drugs or placebo, but the extent of exposure was limited, especially for the drugs used as active controls and placebo.
Nevertheless, GEODON’s larger prolongation of QT; length to several other anti ic drugs raises the possibility that
the risk of sudden death may be greater for GEODON than for other available drugs for treating schizophrenia. This possibility needs
to be considered in deciding among alternative drug products. Certain circumstances may increase the risk of the occurrence of torsade
de pointes and/or sudden death in association with the use of drugs that prolong the QT; interval, including (1) bradycardia; (2)
hypokalemia or hypomagnesemia; (3) concomitant use of other drugs that prolong the QT; interval; and (4) presence of congenital
prolongation of the QT interval. GEODON should also be avoided in patients with congenital long QT syndrome and in patients with a
history of cardiac arrhythmias (see CONTRAINDICATIONS, and see Drug Interactions under PRECAUTIONS). Itis recommended that
patients being considered for GEODON treatment who are atrisk for significant electrolyte disturbances, hypokalemia in particular,
have baseline serum potassium and magnesium measurements. Hypokalemia (and/or hypomagnesemia) may increase the risk of
QT prolongation and arrhythmra Hypukalemra may resultfrom diuretic therapy, diarrhea, and other causes. Patients with low serum
with bef pruceedmgwrthtreatment Itis essential to periodically
monitorserum electrolytesin patrentslurwhom diuretic therapy is introduced during GEODON treatment. Persistently prolonged QT
intervals may also increase the risk of further prolongation and arrhvlhmra butitis nutclearthat routine screening ECG measures are

. Low serump and magnesium should be repleted before treatment. Patients who are started on diuretics during
GEODON therapy need periodic monitoring of serum potassium and magnesium. Discontinue GEODON in patients who are found to have
persistent QT measurements >500 msec (see WARNINGS). Drug Interactions: (1) GEODON should not be used with any drug that prolongs
the QT interval. (2) Given the primary CNS effects of GEODON, caution should be used when itis taken in combination with other centrally
acting drugs. (3) Because of its potential for inducing hypotension, GEODON may enhance the effects of certain antihypertensive agents.
(4) GEODON may antagonize the effects of levodopa and dopamine agonists. Effect of Other Drugs on GEODON: Carbamazepine, 200 mg
bid for 21 days, resulted in a decrease of approximately 35% in the AUC of GEODON. Ketoconazole, a potent inhibitor of CYP3A4, 400 mg
qd for 5 days, increased the AUC and Cynay 0f GEODON by about 35%-405%. Cimetidine, 800 mg qd for 2 days, did not affect GEODON
pharmacokinetics. Coadministration of 30 mL of Maalox did not affect GEODON pharmacokinetics. Population pharmacokinetic analysis
of schizophrenic patients in controlled clinical trials has not revealed any clinically ineticinteractions with benztropine,
propranolol, or torazepam Effect of GEODON on Other Drugs: In vitro studies revealed little potential for GEODON to interfere with the
metabolism of drugs cleared primarily by CYP1A2, CYP2C9, CYP2C19, CYP2D6, and CYP3A4, and little potential for drug interactions with
GEODON dueto displacement. GEODON 40 mg bid administered concomitantly with fithium450 mg bid for 7 days did not affect the steady-
state level or renal clearance of lithium. GEODON 20 mg bid did not affect the pharmacokinetics of concomitantly administered oral
contraceptives, ethinyl estradiol (0.03 mg) and levonorgestrel (0.15 mg). Consistent with in vitro results, a study in normal healthy volunteers
showed that GEODON did not alter the metabolism of dextromethorphan, a CYP2D6 model substrate, to its major metabolite, dextrorphan.
There was no statistically significant change in the urinary dextromethorphan/dextrorphan ratio. Carcinogenesis, Mutagenesis,
Impairment of Fertility: Lifetime carcinogenicity studies were conducted with GEODON in Long Evans rats and CD-1 mice. In male mice,
there was no increase in incidence of tumors relative to controls. In female mice there were dose-related increases in the incidences of
pituitary gland adenoma and carcinoma, and mammary gland adenocarcinoma at all doses tested. Increases in serum prolactin were
observed ina 1-month dietary study in female, but not male, mice. GEODON had no effect on serum prolactin in rats in a 5-week dietary
study at the doses that were used in the carcinogenicity study. The relevance for human risk of the findings of prolactin-mediated endocrine
tumors in rodents is unknown (see Hyperprolactinemia). Mutagenesis: There was a reproducible mutagenic response in the Ames assay
inone strain of S. typhimuriumin the absence of metabolic activation. Positive results were obtained in both the in vitro mammalian cell
gene mutation assay and the in vitro chromosomal aberration assay in human lymphocytes. Impairment of Fertility: GEODON increased
time to copulation in Sprague-Dawley rats intwo fertility and early embryonic development studies at doses of 10to 160 mg/kg/day (0.5to
8 times the MRHD of 200 mg/day on a mg/m* basis). Fertility rate was reduced at 160 mg/kg/day (8 times the MRHD on a mg/m* basis).
There was no effect on fertility at 40 mg/kg/day (2 times the MRHD onamg/m? basis). The fertility of female rats was reduced. Pregnancy—
Pregnancy Category C: There are no adequate and well-controlled studies in pregnant women. GEODON should be used during pregnancy
onlyifthe potential benefit justifies the potential risk to the fetus. Labor and Delivery: The effect of GEODON onlabor and delivery in humans
is unknown. Nursing Mothers: It is not known whether, and if so in what amount, GEODON or its metabolites are excreted in human milk.
Itis recommended that women receiving GEODON should not breast feed. Pediatric Use: The safety and effectiveness of GEODON in
pediatric patients have not been established. Geriatric Use: Of the approximately 4500 patients treated with GEODON in clinical studies,
2.4% (109) were 65 years of age or over. In general, there was no indication of any different tolerability for GEODON or of reduced clearance
of GEODON in the elderly compared to younger adults. Nevertheless, the presence of multiple factors that might increase the
pharmacodynamic response to GEODON, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starting dose,
slowertitration, and careful monitoring during the initial dosing period for some elderly patients. ADVERSE REACTIONS — Adverse Findings
Observed in Short-term, Placebo-Controlled Trials: The following findings are based on the short-term placebo-controlled premarketing
trials for schizophrenia (a pool of two 6-week, and two 4-week fixed-dose trials) and bipolar mania ( pool of two 3-week flexible-dose trials)
inwhich GEODON was administered in doses ranging from 10 to 200 mg/day. Adverse Events Associated with Discontinuation:
Schizophrenia: Approximately 4.1% (29/702) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment
due to an adverse event, compared with about 2.2% (6/273) on placebo. The most common event associated with dropout was rash,
including 7 dropouts for rash among GEODON patients (1%) compared to no placebo patients (see PRECAUTIONS). Bipolar Mania:
Approximately 6.5% (18/279) of GEODON-treated patients in short-term, placebo-controlled studies discontinued treatment due to an
adverse event, compared with about 3.7% (5/136) on placebo. The most common events associated with dropout in the GEODON-reated
patient; kathisia, anxiety, ion, dizziness, dystonia, rash and vomiting, with 2 dropouts for each of these events among GEODON
patients (1%) compared to one placebo patient each for dystoniaand rash (1%) and no placebo patients for the remaining adverse events.
Adverse Events at an Incidence=5% and at Least Twice the Rate of Placebo: The most commonly observed adverse events associated
with GEODON in schizophreniatrials were somnolence (14%) and respiratory tractinfection (8%). The mnstcommonly observed adverse
events associated with the use of GEODON in bipolar mania trials were sc 1%), toms (31%), dizziness
(16%), akathisia (10%), abnormal vision (6%), asthenia (6%), and vomiting (5%). Thetoltowrng listenumerates the treatment- -emergent
adverse events that occurred during acute therapy, including only those events that occurred in 2% of GEODON patients and at a greater
incidence than in placebo. Schizophrenia: Body as a Whole—asthenia, accidental injury, chest pam Cardiovascular—tachycardia.
Digestive—nausea, constipation, dyspepsia, diarrhea, dry mouth, anorexia. Nervous omnolence, akathisia,
dizziness. Respiratory—respiratory tract infection, rhinitis, cough increased. Skin and Appendagesfrash fungal dermatitis. Special
Senses—abnormal vision. Bipolar Mania: Body as a Whole—headache, asthenia, accidental injury. Cardiovascular—hypertension.
Digestive—nausea, diarrhea, dry mouth, vomiting, increased salivation, tongue edema, dysphagia. Musculoskeletal—myalgia. Nervous—
somnolence, extrapyramidal symptoms, dizziness, akathisia, anxiety, hypesthesia, speech disorder. Respiratory—pharyngitis, dyspnea.
Skin and Appendages—fungal dermatitis. Special Senses—abnormal vision. Dose Dependency: An analysis for dose response in the
schizophrenia trials revealed an apparent relation of adverse event to dose for the following: asthenia, postural hypotension, anorexia, dry
mouth, increased salivation, arthralgia, anxiety, dizziness, dystonia, hypertonia, somnolence, tremor, rhinitis, rash, and abnormal vision.

effective in detecting such patients. Rather, GEODON should be avoid illness,
eg, QT prolongation, recent acute myocardial infarction, uncompensated heartlarlure or cardiac arrhythmia. GEODON should he
drscnntmued in patrentswho are found to have persistent 0 (NMS):A

| symptom complex imes referred to as Neuroleptic Malignant Syndrome NMS) has been reportedin assocratmn with
administration ofantrpsychotlc drugs. The management of NMS should include: (1) immediate discontinuation of antipsychotic drugs and
other drugs not essential to concurrent therapy; (2) intensive symptomatic treatment and medical monitoring; and (3) treatment of any
concomitant serious medical problems for which specific treatments are available. If a patient requires antipsychotic drug treatment after
recovery from NMS, the potential reintroduction of drug therapy should be carefully considered. The patient should be carefully monitored,
since recurrences of NMS have been reported. Tardive Dyskinesia (TD): A syndrome of potentially irreversible, involuntary, dyskinetic
movements may develop in patients ing treatment with antipsychotic drugs. Although the prevalence of TD appears to be highest
among the elderly, especially elderly women, itis impossible to rely upon prevalence estimates to predict, at the inception of antipsychotic
treatment, which patients are ikely to develop TD. Ifsigns and symptoms of TD appearin a patient on GEODON, drug discontinuation should
be considered. Hyperglycemia and Diabetes Mellitus: Hyperglycemia-related adverse events, erious, have been reported in
patients treated with atypical antipsychotics. There have been few reports of hyperglycemia or diabetes in patients treated with GEODON,
and itis not known if GEODON is associated with these events. Patients treated with an atypical antipsychotic should be monitored for
symptoms of hyperglycemia. PRECAUTIONS — General: Rash: In premarketing trials, about 5% of GEODON patients developed rash
and/or urticaria, with discontinuation of treatment in about one-sixth of these cases. The occurrence of rash was dose related, although the
finding mightalso be explained by longer exposure in higher-dose patients. ients with rash had signs and symptoms of associated
systemicillness, e.g., elevated WBCs. Most patients improved promptly upon treatment with antihistamines or steroids and/or upon
discontinuation of GEODON, and all patients were reported to recover |

(EPS): Theincidence of reported EPS for GEODON patients inthe short-term, placebo-controlled schizophrenia
trials was 14% vs 8% for ptacebo Objectively collected data from those trials on the Simpson-Angus Rating Scale and the Barnes Akathisia
Scale did not generally show a difference between GEODON and placebo. Vital Sign Changes: GEODON is associated with orthostatic
hypotension (see PRECAUTIONS). Weight Gain: In short-term schizophrenia trials, the proportions of patients meeting a weight gain
criterion of>7% of body weight were compared, revealing a statistically significantly greater incidence of weight gain for GEODON patients
(10%) vs placebo patients (4%). A median weight gain of 0.5 kg was observed in GEODON patients vs 0.0 kg in placebo patients. Weight
gain was reported as an adverse event in 0.4% of both GEODON and placebo patients. During long-term therapy with GEODON, a
categorization of patients at baseline on the basis of body mass index (BMI) showed the greatest mean weight gain and the highest incidence
of clinically significant weight gain (>7% of body weight) in patients with a low BMI (<23) compared to normal (23-27) or overweight (>27)
patients.There was a mean weight gain of 1.4 kg for patients with a “low” baseline BMI, 0.0 kg for patients with a “normal” BMI, and 2 1.3
kg mean weight loss for patients with a “high” BMI. ECG Changes: GEODON is associated with an increase in the QT interval (see
WARNINGS). In iatrials, GEODON was withameanincreasein heart rate of 1.4 beats per minute comparedtoa 0.2
beats per minute decrease among placebo patients. Other Adverse Events Observed During the Premarketing Evaluation of GEODON:
Frequent adverse events are those occurring in at least 1/100 patients; infrequent adverse events are those occurring in 1/100to 1/1000
patients; rare events are those occurring in fewer than 1/1000 patients. Schizophrenia: Body as a Whole — Frequent: abdominal pain, flu
syndrome, fever, accidental fall, face edema, chills, photosensitivity reaction, flank pain, hypothermia, motor vehicle accident. Cardiovascular
System— Frequent:tachycardia, hypertension, postural hypotension; Infrequent: bradycardia, angina pectoris, atrial fibrillation; Rare: first-
degree AV block, bundle branch block, phlebitis, putmonary embolus, cardiomegaly, cerebral infarct, cerebrovascular accident, deep
thrombuphlehrtrs myocarditis, thrombophlebitis. Digestive System— Frequent: anorexia, vomiting; /nfrequent: rectal hemorrhage,

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

frashforwhichan iveetiology
cannot beidentified, GEODON should be discontinued. Orthostatic Hypotension: GEODON may induce orthostatic hypotension associated
with dizziness, tachycardia, and, in some patients, syncope, especially during the initial dose-titration period, probably reflecting its 0y
adrenergic antagonist properties. Syncope was reported in 0.6% of GEODON patients. GEODON should be used with particular caution in
patients with known cardiovascular disease (history of myocardial |nfarct|0n orischemic heart dlsease hearttallure or conduction
abnormalities), cerebrovascular disease or conditions that would predispose patients to h h lemia, and
treatment with antihypertensive medications). Seizures: In clinical trials, seizures occurred in 0.4% of GEODON patlents There were
confounding factors that may have contributed to seizures in many of these cases. As with other antipsychotic drugs, GEODON should be

cholestatic jaundice, hepatrtrs hepatomegaly, leukoplakia of mouth, fatty liver deposit, melena. Endocrine— Rare: hypothyroidism,
hyperthyroidism, thyroiditis. H emrc and Lymphatrc Systemflnfrequent anemia, ecchymosis, leukocytosis, leukopenia, eosinophilia,
lymphadenopathy; Rare: hocytosis, monocytosis, basophilia, lymphedema, polycythemia,
thrombocythemia. Metabolic and Nutritional Drsordersflnfrequent thrrst transaminase increased, peripheral edema, hyperglycemia,
creatine phosphokinase increased, alkaline increased, h , dehydration, lactic dehydrogenase increased,
albuminuria, hypokalemia; Rare: BUN increased, creatining increased, hyperlrpemra hype , hyperkalemia, hypc X
hypoglycemra hyponatremra hypoproteinemia, glucose tolerance h hyperurrcemra

used cautiously in patients with a history of seizures or with conditions that potentially lower the seizure threshold, e.g., Alzheimer's dementi
Conditions that lower the seizure threshold may be more prevalent ina population of 65 years or older. ysphagl Esophageal dysmotlllty
and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is acommon cause of morbidity and mortality in
elderly patients, in particular those with advanced Alzheimer's dementia, and GEODON and other antipsychotic drugs should be used
cautiously in patients at risk for aspiration pneumonia. (See also Boxed WARNING, WARNINGS: Increased Mortality in Elderly Patients
with Dementia-Related Psychosis). Hyperprolactinemia: As with other drugs that antagonize dopamine D, receptors, GEODON elevates
prolactinlevels in humans. Tissue culture experiments indicate thatapproximately one third of human breast cancers are prolactin dependent
invitro, afactor of potential importance ifthe prescription of these drugs is contemplated in a patient with prevrouslydetected breast cancer.
Neither clinical studies nor epi ic studies conducted to date have shownan ion between chronic jon of this class
of drugsand isinhumans; ilable evidence is considered too limited to be conclusive at this time. Potential for Cognitive
and Motor Impairment: Somnotencewasacommonty reported adverse eventin GEODON patients. In the 4- and 6-week placebo-controlled
trials, somnolence was reported in 14% of GEODON patients vs 7% of placebo patients. Somnolence led to discontinuation in 0.3% of
patients in short-term clinical trials. Since GEODON has the potential to impair judgment, thinking, or motor skills, patients should be
cautioned about performing activities requiring mental alertness, such as operating a motor vehicle (including automobiles) or operating
hinery until they are bly certain that GEODON therapy does not affect them adversely. Priapism: One case of priapism

was reported in the premarketing database. Body Temperature Requlation: Although not reported with GEODON in premarketing trials,
disruption of the body's ability to reduce core body temperature has been attributed to antipsychotic agents. Suicide: The possibility of a
suicide attempt is inherent in psychotic illness and close supervision of high-risk patients should accompany drug therapy. GEODON
prescriptions should be written for the smallest quantity of capsules consistent with good patient management to reduce overdose risk.

, gout,
glycemic reaction, h ketosis, respiratory alkalosis. Musculoskeletal System Frequent myalgra
Infrequent tenosynovitis; Rare:myopathy. Nervous System Frequent agitation, extrapyramidal syndrome, tremor, dystonia, hypertonia,
dyskinesia, hostility, twitching, p fusion, vertigo, hypokinesi hyperkrnesra abnormal gait, oculogyric crisis, hypesthesia,
ataxia, amnesia, cogwheel rigidty, delirium, hypotonra akinesia, dysarthrra i drome, bt e drome, choreoathetosis,
diplopia, ion, neuropathy; paralysis; Rare:myoclonus, nyst: torticolls, ia, opi )
reﬂexesrncreased,trrsmus Respiratory System— Frequent: dyspnea; Infrequent: pneumonia, epistaxis; Rare:h ptysis, laryngismu:
Skin and Appendages— Infrequent: maculopapular rash, urticaria, alopecia, eczema, exfoliative dermatitis, contact dermatitis,
vesiculobullous rash. Special Senses—Frequent: fungal dermatitis; Infrequent: conjunctivitis, dry eyes, tinnitus, blepharitis, cataract,
photophobia; Rare:eye hemorrhage, visual field defect, keratits, keratoconjunctivitis. Urogenital System —Infrequent:impotence, abnormal
ejaculation, amenorrhea, hematuria, menorrhagia, female lactation, polyuria, urinary retention, metrorrhagia, male sexual dysfunction,
anorgasmia, glycosuria; Rare: gynecomastia, vaginal hemorrhage, nocturia, oliguria, female sexual dysfunctron uterine hemorrhage
Adverse Finding Observed in Trials of Intramuscular GEODON: In these studies, the most commonly observed ad\
with the use of intramuscular GEODON (25%) and observed atarate on intramuscular GEODON (inthe higher dose groups) at Ieasttwrce
that of the lowest intramuscular GEODON group were headache (13%), nausea (12%), and somnolence (20%). Adverse Events atan
Incidence >1% in Short-Term Fixed-Dose Intramuscular Trials: The following list enumerates the treatment-emergent adverse events
that occurred in>1% of GEODON patients (in the higher dose groups) and at least twice that of the lowest intramuscular GEODON group.
Body as aWhole—headache, injection site pain, asthenia, abdominal pain, flu syndrome, back pain. Cardiovascular—postural hypotension,
hypertension, bradycardia, vasodilation. Digestive—nausea, rectal hemorrhage, diarrhea, vomiting, dyspepsia, anorexia, constipation,
tooth disorder, dry mouth. Nervous—dizziness, anxiety, insomnia, somnolence, akathisia, agitation, extrapyramidal syndrome, hypertonia,

Usein Patients with Concomitant lIness: Clinical experience with GEODON in patients with certain jcill islimited.

| rigidity, pi ia, personality disorder, psychosis, speech disorder. Respiratory—rhinitis. Skin and Appendages—

GEODON has not been evaluated or used to any appreciable extent in patients with a recent history of myocardial infarction or unstable heart
disease. Patients with these diagnoses were excluded from premarketing clinical studies. Because of the risk of QT; prolongation and
orthostatic hypotension with GEODON, caution should be observed in cardiac patients (see T Prolongation and Risk of Sudden Deathin
WARNINGS and Orthostatic Hypotension in PRECAUTIONS). Infarmation for Patients: To ensure safe and effective use of GEODON, the

furunculosis, sweating. Urogenital—dysmenorrhea, priapism. DRUG ABUSE AND DEPENDENCE— Controlled Substance Class:
GEODON is nota controlled substance. OVERDOSAGE —In premarketing trials in over 5400 patients, accidental or intentional overdosage
of GEODON was documented in 10 patients. All patients survived without sequelae. In the patient taking the largest confirmed amount (3240
mg), the only symptoms reported were minimal sedation, slurring of speech, and transitory hypertension (BP 200/75).

References: 1. Daniel DG, Potkin SG, Reeves KR, Swift RH, Harrigan EP. Intramuscular (IM) ziprasidone 20 mg is effective in reducing acute agitation associated with psychosis: a double-blind, randomized trial.
Psychopharmacology. 2001 155:128-134. 2. Brook S, Walden J, Benattia I, Siu CO, Romanu SJ. lerasldone and haloperidol in the treatment of acute exacerbation of schizophrenia and schizoaffective disorder: comparison

of intramuscular and oral formulations in a 6- week, randomrzed blinded it stud acology. 2005;

with intramuscular haloperidol in the treatment of acute psychosis. J Clin Psychiatry. 2000;61:93

% 178:514-523. 3. Lesem MD, Zajecka JM, Swift RH, Reeves KR, Harrigan EP. Intramuscular ziprasidone,
2 mg versus 10 mg, in the short-term management of agitated psychotic patients. J Clin Psychratry 2001;62:12-18. 4. Brook S, Lucey JV, Gunn KP for the lerasrdone M Study Grcup Intramuscular ziprasidone compared
3-941.
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natory 50 percent outpatient coinsurance,
mental health parity legislation, legislation
to eliminate the statutory ban on Medicare
coverage of benzodiazepines, psychiatry
workforce legislation, increased NIH and
VA funding, legislation protecting patient
privacy, Medicaid improvements, and many
other important initiatives.

To further these activities, APA will be
convening major events on Capitol Hill,
such as the Advocacy Day Conference and
the Academic Consortium, designed for
APA members and partners to meet with
their members of Congress and staff and
advocate for the above-noted priorities. Par-
ticipants at these events will receive health
policy briefings and instruction to sharpen
their lobbying skills.

Throughout 2005, APA continued to
provide important financial and staff sup-
port to our DB/SAs in states facing strong
challenges from psychologists to win pre-
scribing authority by legislative fiat. Despite
the 2005 implementation of prescribing laws
in New Mexico and Louisiana, no new laws
were approved, and psychologist-prescrib-
ing bills were defeated in Hawaii, Wyoming,
Oregon, Connecticut, Missouri, and Illi-
nois. New Mexico defeated legislation to
expand the psychologist prescribing for-
mulary, and New Hampshire defeated leg-
islation to establish an independent board
of psychology, seen as a precursor to a pre-
scribing bill. Without question, there will
be additional legislative challenges in 2006.
Bills have already been introduced in Hawaii
and Missouri and carried over from 2005 in
Georgia and Tennessee (see page 17).

I'want to acknowledge the important role
of our APAPAC in providing support for our
Congressional activities. In 2005 our mem-
bership has grown by nearly 250 members,
to a total of 1,693 members, and our PAC
member contributions increased significantly!
APAPAC hosted or cohosted events for 64
members of Congress, and our members in
their home districts had many opportunities
to meet and discuss psychiatry’s issues with
their House and Senate members.

I want to offer my thanks to our many
APA members who participate and support
our APAPAC.

As you can see, the Division of Advo-
cacy has a full complement of activities and
programs under way on your behalf. We
plan to communicate our efforts on a reg-
ular basis through Psychiatric News, APA’s
Member Update newsetter, Government Re-
lations Action Alerts, and member broad-
cast e-mails.

In all that we do, our ultimate goal is to
support your ability to provide the best pos-
sible care to your patients. I am very hope-
ful that our advocacy efforts in 2006 will
build positively upon our now solid foun-
dation, and we invite your comments on
how we can best communicate with you and
continue to add value to your profession,
practice, and patient success. l

Erratum

I t was incorrectly reported in the January 20
issue that the methylphenidate skin patch
was deemed approvable by an FDA panel
for the treatment of attention-deficit/hy-
peractivity disorder in adults as well as chil-
dren aged 6 to 12. In fact, approval was
sought and obtained for use only in children
aged 6 to 12. The patch was developed by
Noven Pharmaceuticals and will be mar-
keted jointly by Noven and Shire Pharma-
ceuticals under the trade name Daytrana. H
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Extend cognition with NAMENDA

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

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

Improvement

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

Mean change from baseline

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

-m- Placebo (n=83)

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

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

In combination—for patients taking AChEls

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

(6 mg-10 mg/day) for 24 weeks.®

P<0.001

Improvement

+Donepezil therapy could have been
6 months or longer.

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

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

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

NAMENDA-treated patients also maintained significantly more autonomy and
higher-level functioning than patients taking donepezil+placeho (£<0.05)°

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



Improve behavioral symptoms

in combination—for patients taking AChEls

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

The study involved 404 outpatients 2560
years of age with an MMSE score of

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

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

LS mean change from baseline

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

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

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

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

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

Please see brief summary of Prescribing Information Nam e nda <

on the last page of this advertisement. .
memanting HCI

For more details, visit www.namenda.com Extending memory and function
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Namenda :f

memantine HCI \

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

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

CONTRAINDICATIONS

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

PRECAUTIONS

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

Neurological Conditions

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

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

Special Populations

Hepatic Impairment

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

Renal Impairment

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

Drug-Drug Interactions

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

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

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

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

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

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

Carcinogenesis, Mutagenesis and Impairment of Fertility

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

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

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

Pregnancy

Pregnancy Category B: Memantine given orally to pregnant rats and pregnant
rabbits during the period of organogenesis was not teratogenic up to the
highest doses tested (18 mg/kg/day in rats and 30 mg/kg/day in rabbits,
which are 9 and 30 times, respectively, the maximum recommended
human dose [MRHD] on a mg/m? basis).
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Slight maternal toxicity, decreased pup weights and an increased incidence
of non-ossified cervical vertebrae were seen at an oral dose of
18 mg/kg/day in a study in which rats were given oral memantine beginning
pre-mating and continuing through the postpartum period. Slight maternal
toxicity and decreased pup weights were also seen at this dose in a study
in which rats were treated from day 15 of gestation through the post-
partum period. The no-effect dose for these effects was 6 mg/kg, which
is 3 times the MRHD on a mg/m? basis.

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

Nursing Mothers

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

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

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

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

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

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

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

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

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

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

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

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

Other Adverse Events Observed During Clinical Trials

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

ANIMAL TOXICOLOGY

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

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

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

OVERDOSAGE

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

ime erases memories, memories of
T people who have made great accom-
plishments during their lifetimes. One
such person was Marion Edwina Kenwor-
thy, M.D. At a time when women physicians

occupied subservient places in medicine and
psychiatry, she found ways to use her knowl-

(]

BY LUCY OZARIN, M.D., M.P.H.

edge, skills, and personality to improve the
world. She was the first woman vice presi-
dent of APA (1965-66); the first woman
president of the American Psychoanalytic
Association (1958-59), American Academy
of Child Psychiatry (1959-61), and Group
for the Advancement of Psychiatry (1959-

Police

continued from page §

ized response” case (2 percent) than either
the civilian counselor team (13 percent) or
the mobile-crisis units (5 percent). CIT re-
sulted in 75 percent of individuals in such
cases being taken to a treatment location,
while that happened for only 20 percent of
the Birmingham cases and 42 percent of
the Knoxville cases.

In comparison, more than 3,000 indi-
viduals have been processed by CIT offi-
cers in the Akron program since May 2000,
with about 75 percent transported for treat-
ment and 6 percent arrested, Munetz said.

“What I have found in my research and
field work is that none of the programs is as
extensive at CI'T,” said Bonnie Sultan, CIT
technical assistance coordinator for NAMI.
“There are some other options available,
but CIT is the gold standard.”

Sultan is conducting the first national

study of CIT programs with the Council
of State Governments and the Police Ex-
cellence Research Forum. Her study will
identify the number of CIT programs, the
number of jail-diversion programs, the
number of individuals who are involved in
each program, the types of training and per-
sonnel used, and funding sources. The re-
sults will be released in April.

Meanwhile, the number of CIT pro-
grams is expected to increase. One sign of
that expected growth: The CIT programs’
first national conference in 2005 had more
than 700 attendees, when organizers ex-
pected only about 250.

Information about the Mempbhis
CIT program is posted at <www.city
ofmemphis.org/printcontent.aspx?modid=
2005 &rmodtitle=Memphis+Police+Crisis+
Intervention+Team>, and the program
comparison study is posted at <bttp://
mblp.fibi.usf.edu/Training/lei/Originals/
Magjor%20Models-Psych %20Serv.pdf>. B

60); the recipient of the APA Agnes Purcell
McGavin Award for astounding contribu-
tion to child psychiatry (1971); recipient of
honorary degrees from the Women’s Med-
ical College in Philadelphia (doctor of med-
ical science, 1968) and Columbia Univer-
sity (doctor of science, 1973). She was a
pioneer in teaching psychiatry in social work.

Kenworthy was born in Hamden, Mass.
She received a medical degree from Tufts in
1913. She then spent three years at the Gar-
den State Hospital and three years at
Foxboro State Hospital, both in Massa-
chusetts. She also spent time at the Boston
Psychopathic Hospital and the Judge Baker
Guidance Clinic.

In 1919 Kenworthy moved to New
York City, serving as an assistant at the
Vanderbilt Clinic and Neurology Institute.
In 1921 she underwent a training analysis
with Otto Rank. That year she affiliated
with the Bureau of Child Guidance, soon
becoming its director. She also began to
teach psychiatry at the New York School
of Social Work (soon to become part of
Columbia University). She taught psychi-
atry to hundreds of social workers until
1956, when she retired to become profes-
sor emerita. At her retirement, the Marion
E. Kenworthy Professorial Chair in Psy-
chiatry was established at the School of
Social Work in her honor.

Kenworthy’s activities were manifold,
especially in serving on boards of directors
and on committees. She was active with the
National Association for Mental Health,
N.Y. State Charities Aid Association, Na-
tional Conference of Social Workers,

Wiltwyck School for Boys (which she

helped establish), the Menninger Founda-
tion board, and others. She was a charter
member of the American Orthopsychiatric
Association, a life fellow of the New York
Academy of Medicine, and an associate
member of the World Federation for Men-
tal Health. She worked with the Children’s
Court in New York.

During World War II, Kenworthy
helped establish Selective Service criteria,
was appointed to the National Civilian Ad-
visory Committee for the Women’s Army
Corps, helped to provide the impetus for
mental hygiene clinics in the military, and
promoted the status of social work. She pro-
vided consultation to the U.S. Public Health
Service from 1946 to 1950.

Kenworthy collected books. She donated
50 books of rare quality (16th- to 19th-cen-
tury publications) and 65 pamphlets, mainly
from the 19th century, to APA.

On September 9, 1988, APA dedicated
the Marion E. Kenworthy Learning Cen-
ter in the Library in its headquarters at the
time in Washington, D.C. A conference
room named in her honor and furnished
with audiovisual equipment for learning
and research is now a part of APA’s new
headquarters in Arlington, Va. The Ken-
worthy donation has been integrated with
the rare-book collection in APA’ library.

Viola Bernard, M.D., Kenworthy’s friend
and colleague, wrote of her: “[S]he was a
compassionate, generous, and gifted clini-
cian, teacher, and administrator. . . . Her
way of living her life has made an immense
difference. . . in the lives of many people. . . .
She gave of her wisdom, hard work, and
organizational ability. . ..” W

Another Residency Program Joins APA’s 100% Club

he child and adolescent psy-
Tchiatry residency program at

New York Medical College at
Westchester Medical Center in Val-
halla, N.Y,, is the latest residency
program to have all of its psychiatry
residents become members of APA.

It joins the ranks of an exclusive

organization within APA: the 100%
Club. This club was established to
encourage residents in the United
States and Canada to join APA and
to do so with other trainees in their
programs, according to Deborah
Hales, M.D., director of APA’s Di-
vision of Education and Career De-
velopment.

A photo of each program that
joins the 100% Club will be turned
into a poster and mailed to every
medical school in the United States
and Canada to encourage medical
students to join APA. In addition,
programs in the 100% Club receive
a major textbook from American
Psychiatric Publishing Inc. for each
year that all of their residents are
APA members and a free online
subscription to Focus: The Fournal
of Lifelong Learning.

“APA is at the forefront of
American psychiatry, dealing with the
many exciting opportunities as well as chal-
lenges facing psychiatrists,” commented
Wendy Thompson, M.D., director of res-
idency training and undergraduate med-
ical education at the Westchester Medical
Center. “Drs. Joseph English and Neil
Zolkind and I are pleased that all of our

New York Medical College at Westchester Medical Center
Chairman of the Department of Psychiatry: Joseph T. English, M.D.

Vice Chairman and Clinical Director of Psychiarty: Neil Zolkind, M.D.
Residency Program Director: Wendy Thompson, M.D.

100% of the psychiatry residents at New York Medical College at Westchester Medical Center have joined the American Psychiatric Association. As APA

members they meet and network with potential mentors, develop leadership skills and are invited to attend the largest psychiatric meeting in the world.

Resident APA members are cligible for numerous award fellowships and travel scholarships. They also receive access to the top journals in the field, both

printed publications and online. Check out www:psychiatryonline.org for a preview.

Members and meeting registration are FREE for medical students and deeply discounted for residents!

Enhance your career and join us. Your membership in the APA will strengthen the field of psychiatry and help our patients. Become an APA member today.

Call 888 35-PSYCH for membership information.

Top row, from left: Gene Lui, D.0., Diane Dekeyser, M.D., Reba Bindra, M.D., Natalie Lara, M.D., Martha Gamboa, M.D., Joseph T. English, M.D.
(psychiatry department chair), Harold Berkheimer, M.D., Greg Fernandez, M.D., Neil Zolkind, M.D. (vice chair and clinical director of psychiatry ), Denis
Drubetskiy, M.D., Olga Bendinger, M.D. Bottow Row, from left: Eran Feit, M.D., Neha Khurana, M.D., Etel Leybovich, M.D., Mahpara Kahn, M.D., Eleanor
Spumberg, D.0., Mari Cherie Bertoni, M.D., Residency Program Director Wendy Thompson, M.D., Kaiser Sultana, M.D., Preeti Mathur, M.D.

residents have become APA members at
this early point in their careers, as this will
help them keep abreast of ongoing devel-
opments in the field and hopefully spur

them to increased participation in APA and
district branches.”

More information about the 100% Club
is available from Nancy Delanoche of APA’s

Division of Education and Career Devel-
opment at (703) 907-8635. Programs that
are interested in signing up all their resi-
dents should also contact Delanoche. W
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Small Towns, Big Falls:
Lots to See Outside Toronto

From beautiful lakes and wineries to golf courses and Niagara Falls, trav-
elers to Toronto have many incentives to sample the nearby pleasures

of Ontario.

isitors to Toronto may be

wise to budget a few extra

days for visiting the small

towns and beautiful coun-

tryside lying an hour or
two outside the city. The province of On-
tario offers everything from world-
renowned theater festivals to lakeside get-
aways to the continent’s most famous
destination, Niagara Falls.

An hour north and east of Toronto along
Route 11 lies Orillia, the small town fic-
tionalized as “Mariposa” by beloved Cana-
dian author Stephen Leacock in his short
story cycle “Sunshine Sketches of a Little
Town.” Farther north are the 19th-century
towns of Gravenhurst, Port Carling, and
Huntsville in the Muskoka Lakes region,
once accessible only by boat, now bases to
explore a region filled with natural beauty.
Resorts in the area offer attractive settings
and challenging courses for golfers.

East of the city along Route 401 are
Cobourg and Port Hope, a restored Victo-
rian town. Both offer pleasant restaurants
and opportunities for antique hunting.

Many regional points of interest lie west
of Toronto. The next major city is Hamil-
ton, an hour away by car or the Lakeshore
line of the GO train service from Union
Station. Hamilton features the Royal Botan-
ical Gardens, with events at the annual Lilac
Festival scheduled for the weekends before
and after APAs annual meeting. The Lilac
Dell contains the world’s largest collection
of lilacs, as well as 100,000 tulips, 250,000
iris blooms, 3,000 rose bushes, a 30-kilo-
metre trail system, and four nature sanctu-
aries. Hamilton is also home to McMaster
University, best known to physicians as a
primary source for the evidence-based-med-
icine movement.

Beyond Hamilton, visitors can travel
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Ontario’s Wine Route encompasses more than 20 wineries.

BY AARON LEVIN

along the Ontario Wine Route. More than
20 wineries offer tours and tastings for vis-
itors. For traveling gourmets, several winer-
ies also offer full-service restaurants. The
well-signposted Ontario Wine Route fol-
lows less-trafficked secondary roads be-
tween Hamilton and Niagara-on-the-Lake
through towns like Grimsby, Beamsville,
Vineland, Jordan, and St. Catharine’s. The
vineyards lie between Lake Ontario and the
protective slope of the Niagara Escarpment.

Farther along lies Niagara-on-the-Lake,
whose early 19th-century architecture pro-
vides the setting for the Shaw Festival. The
festival presents the works of George
Bernard Shaw and his contemporaries, and
since Shaw lived from 1856 to 1950, “con-
temporary” covers a lot of theatrical ground.
During the APA meeting, the festival will
present five plays in repertory. The town is
also home to many restaurants and bou-
tiques along Queen Street.

Theater lovers may also look to Strat-
ford, two hours northwest of Toronto by
car and home of the Shakespeare Festival.
The festival presents the works of the mas-
ter and other great playwrights on four
stages. Matinees every day except Monday
make day trips feasible from Toronto. Vis-
itors may want to stay longer, though, since
the town is equally renowned for its restau-
rants, whose chefs make excellent use of the
local agricultural bounty.

Also northwest of Toronto lies Men-
nonite country. St. Jacob’ holds its market
days on Thursdays and Saturdays, while
Fergus and Elora, on a deep gorge along
the Grand River, are home to fine food and
numerous craft breweries.

Straddling the U.S-Canadian border, Ni-
agara Falls has been a destination for hon-
eymooners and other tourists for over a cen-
tury and a half, yet it still has the power to
impress the most jaded
traveler. There may be
higher waterfalls in the
world, but they tend to be
in remote jungles, with in-
termittent water flow.

“Niagara Falls is a
grand, natural spectacle,
easily accessible, and the
water flows pretty con-
stantly in any season,” said
Sherman Zavitz, the Cana-
dian city’s official historian
and a former teacher who
now guides visitors around
the town.

Niagara Falls is 80 miles
from Toronto. It became a
tourist destination in the
1820s, but the advent of the
railroad in the mid-19th
century made access easier
from major Canadian and
U.S. cities. Soon the falls
were the place to go for
honeymoons for the next
century. Even now Zavitz
said he’ll be leading a tour
group, and older people

The Journey Behind the Falls attraction, located in the Canadian Horseshoe Falls.

occasionally sidle up and recount how they
came as honeymooners half a century ago.

“Niagara Falls is a place set apart from
the ordinary,” he said. “Maybe that’s why
it became the place to go at an extraordinary
moment in life, when people were poised
between the single and married states.”

Visitors to the falls can approach from
either the United States or Canada, but the
Canadian side of the Niagara River offers
better overall views of the two cascades.
Maid-of-the-Mist tour boats leave from ei-
ther side, chugging upriver to get close to
both the American Falls and the Horseshoe
(Canadian) Falls. Crew members hand each
passenger a plastic rain poncho because
spray from the falling water amounts to a
light rainstorm as the boats draw near.

Niagara Falls has always attracted some
people whose fascination with the deep
gorge and rushing water crosses beyond the
limits of tourism.

“I wanted to do something no one else
had ever done and make some money hon-
estly and quickly,” said Annie Taylor, who
was the first to go over Niagara Falls in a
barrel, in 1901. She was certainly the first,
said Zavitz, but she never made much
money off the feat in those pre-Oprah days.
Officially, 17 people (including Taylor) have
tried their luck at going over Niagara Falls
in a barrel, and a dozen survived.

Seven-year-old Roger Woodward may
have been the luckiest person to make the
trip. He did it accidentally, wearing only a
bathing suit and a life jacket after his boat
capsized five miles upstream.

Yet another group is attracted to the falls
for the same reason they are drawn to the
Golden Gate Bridge. People contemplat-
ing suicide may be mesmerized by the flow
of water and the surrounding heights, said
Zavitz, sharing the tale of a young bride of
an elderly millionaire who leaped 250 feet
to her doom from a cable car in 1934.

Not everyone has been impressed by the
watery display. After a visit, Oscar Wilde
observed, “Niagara Falls is simply a vast
unnecessary amount of water going the
wrong way and then falling over unneces-
sary rocks. The wonder would be if the
water did not fall.”

When tourist traffic slacked off in the early
1990s, the town and provincial elders builta
casino. Some residents worried about crime
and the loss of the family atmosphere, but
there were no drawbacks to interfere with
the success of gambling, said Zavitz. In 2004
a second casino, costing $1 billion, opened
with a view of the falls that is probably wasted
on most gamblers. The two casinos have
sparked development of hotels and residences.

Beyond Toronto

Golfing in the Muskoka Lakes region:
www.golfinmuskoka.com

Niagara Falls tour and hotel information:
www.niagarafallslive.com. (See Niagara
Falls live through the site’s Webcam.)

Royal Botanical Gardens: www.rbg.ca/

Ontario Wine Route: www.winetour.
ca/ontario-wine-route.htm

Shaw Festival 2006: www.shawfest.
com/2006/web/

Stratford Festival: www.stratfordfestival.
ca/index.cfm

Village of St. Jacobs and Ontario’s Men-
nonite Heritage: www.magiccarpet
journals.com/St_Jacobs.htm

There’s more to the Niagara region than
the falls, however. Two thousand species of
butterflies flit about the nearby Niagara
Parks Butterfly Conservancy. Several bat-
tles in the War of 1812 were fought nearby,
at Lundy’s Lane in the town and at Acton
on Lake Ontario. W

How to Register

There are two easy ways for APA
members to register for APA’s
2006 annual meeting:

¢ Go to APA’'s Web site at
www.psych.org, click on “2006
APA Annual Meeting,” and select
“Online Registration for Mem-
bers.” You will be asked to log
into “Members Corner.” Also, re-
serve your hotel room by clicking
on “Reservations for Members.”

e Fill out the forms in the 2006
Annual Meeting Advance Regis-
tration Information packet and
submit them by mail or fax. If
you have not yet received your
packet, call the APA Answer
Center at (888) 35-PSYCH; from
outside the U.S. and Canada,
call (703) 907-3800.

The deadline for course enroll-
ment and advance registration is
April 21.




We can all use a good laugh - most of the time.

Except when you're facing a possible malpractice suit.
Then you need to be confident that your liability insurance
program provides top-notch legal representation. Your
legal team must understand the intricacies of psychiatric
practice plus have experience in malpractice litigation.

You need a legal team with a proven track record.

Visit: wmv.psychprogram.com

The Psychiatrists' Program

Call: (800) 245-3333, ext. 389 ~ Email: TheProgram(@prms.com
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GOOD LAWYERS ARE NO

You need attorneys retained by The Psychiatrists’ Program.

More than 95% of lawsuits decided at trial or by a judge

resulted in a verdict for our insured!

With The Program, you can count on a dedicated, knowledgeable

and experienced legal team.

Call us for your complimentary copy of “Major Components of a Psychiatric Malpractice Trial ”

Managed by:

professional risk
management services, inc.

(In California, d/b/a Cal-Psych Insurance Ageney, Ine.)
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BOARD REVIEW COURSES

THE KAUFMAN SERIES

SPONSORED BY MONTEFIORE MEDICAL CENTER

CREDIT DESIGNATED BY ALBERT EINSTEIN COLLEGE OF MEDICINE

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

CLINICAL NEUROLOGY FOR PSYCHIATRISTS
David Myland Kaufman, MD
This intensive three-day weekend course, offered for the 34th year, is designed for psychiatrists in practice and in residency as an update or board

preparation. Focusing on essential topics, the course will use lectures, extensive syllabus, and the new edition of Clinical Neurology for Psychiatrists,
David M. Kaufman (5th edition, W.B. Saunders).

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

LOS ANGELES

The Westin Hotel at the Los Angeles Airport

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

NEW YORK

The Graduate Center, Concourse Level

City University of New York (CUNY)

365 Fifth Avenue (Between 34th and 35th Streets), New York, NY 10016
Friday, October 6 to Sunday, October 8, 2006

8:15 AM - 5:15 PM

PSYCHIATRY FOR PSYCHIATRISTS
Andrea ). Weiss, MD and David Myland Kaufman, MD
This two-day course will be a pre-test that will complement standard psychiatry review courses and complete the review in Clinical Neurology for

Psychiatrists. In this course, an expert group of faculty who are experienced and well-informed about modern psychiatry and test-taking strategies
will present essential information through a series of test-type questions and subsequent discussions directly with the audience.

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

LOS ANGELES

The Westin Hotel at the Los Angeles Airport

Monday, September 11 to Tuesday, September 12, 2006
7:45 AM - 5:00 PM

NEW YORK

The Graduate Center, Concourse Level

City University of New York (CUNY)

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

FOR MORE INFORMATION * Web site Course Information or To Register: www.cnfp.org

* Write: CCME, 3301 Bainbridge Avenue, Bronx, NY 10467

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

FAST TRACK REGISTRATION FORM... OR YOU CAN REGISTER ON-LINE AT www.cnfp.org
| Will Attend/Check One:

Los Angeles New York City

Make checks payable to Montefiore Medical Center or charge my

1 1
1 1
1 1
i i
i Clinical Neurology for Psychiatrists  [] Sept. 8-10 (Fri-Sun) [ ] Oct. 6-8 (Fri-Sun) Visa[ ] MC[] AMEX[] Exp: / | | | | | | | | | | | | | | | | | i
i Psychiatry: Pre-Test [ Sept. 11-12 (Mon-Tues) ] Oct. 9-10 (Mon-Tues) ) i
I Recert Course (New York only) Not Available L] June 16-17 (Fri-Sat) Signature :
1 1
i Check One: Name Degree i
i Practicing Physicians Residents & Fellows i
| Clinical Neurology (Course) (] $975.00 ] $850.00 Address —— i
! Psychiatry: Pre-Test (Course) [J  $600.00 []  $500.00 City State Zip !
1 1
: Both courses D $],30000 D $1,10000 Office Phone ( ) Affiliation :
1 Text book only U] $95.00 U] $95.00 i
i Recert Course L) $495.00 i

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

March 3, 2006 / PSYCHIATRIC NEWS



Pathological Gambling Symptoms
Respond to Addiction Drug

A drug used to treat addiction has been found to counter pathologi-
cal gambling. This discovery bolsters the argument that pathological
gambling is, at least in part, an addiction illness.

12001 Suck Won Kim, M.D., a pro-
fessor of psychiatry at the University
of Minnesota, published results of a
trial exploring the possible value of
treating pathological gambling with
the opiate antagonist naltrexone. Naltrex-
one was found to be superior to a placebo in
countering symptoms of the disorder. How-
ever, the medication caused liver enzyme
problems in subjects who took over-the-
counter pain medications at the same time.

Subsequently, Kim helped other patho-
logical-gambling investigators design a
study to learn whether the opiate antagonist
nalmefene, which is related to naltrexone
but purportedly safer, might also counter
symptoms of pathological gambling. “Re-
sults are quite promising,” lead investigator
Jon Grant, M.D., ].D., an associate profes-
sor of psychiatry at the University of Min-
nesota, recently said (Psychiatric News,
March 18, 2005).

The results of this study are published in
the February American fournal of Psychiatry.

The study took place at 15 outpatient
treatment centers throughout the United
States. Subjects were recruited via newspa-
per ads and medical referrals. The re-
searchers ended up with 207 individuals
who met criteria for a DSM-IV pathologi-
cal gambling disorder.

The 207 subjects were then randomized
to receive, over a 16-week period, 25 mg daily
of nalmefene, 50 mg daily of nalmefene, 100
mg daily of nalmefene, or a placebo.

The primary outcome measure was the
Yale-Brown Obsessive-Compulsive Scale
Modified for Pathological Gambling, which
is used to rate gambling thoughts, urges,
and behaviors within the previous week.
Subjects were assessed with it throughout
the study. For overall treatment response,
subjects with a Clinical Global Improve-
ment score of “much improved” or “very
much improved” at the last available eval-
uation point were considered responders.

Fifty-nine percent of the 25 mg nalme-
fene group; 48 percent of the 50 mg nalme-
fene group; 42 percent of the 100 mg
nalmefene group, and 34 percent of the
placebo group were found to be responders
(see chart).

Why the 100 mg and 50 mg nalmefene
groups did not respond as well as the 25
mg nalmefene group is not clear. However,
it may be because these higher doses caused
more intolerable side effects.

So it looks as if nalmefene can reduce
gambling symptoms in a number of patho-
logical gamblers and that the ideal dose for
doing so might be 25 mg a day, since this
dose appeared to be quite effective while
producing few adverse effects.

However, optimal dosing and titration
can be determined only from further re-
search, Grant and his colleagues pointed
outin their report. The same is true for de-
termining the optimal length of treatment.

“It is possible that a longer course of
therapy could result in continued and even
greater reduction in gambling symptoms,”
they speculated.
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Grant and his colleagues are currently
conducting another study of nalmefene in
pathological gamblers, he told Psychiatric
News. This one is taking place at 20 different
sites. Because it has obtained rights to nalme-
fene, Somaxon Pharmaceuticals in San Diego
is also launching several trials of nalmefene
to treat pathological gambling, Grant said.

Meanwhile, the results achieved from
the just-published study illustrate that “psy-

chiatry is finally gaining ra-
tional treatments for its ill-
nesses, treatments based on
demonstrated brain mech-
anisms,” Carol Tamminga,
M.D., and Eric Nestler,
M.D., Ph.D., wrote in an
accompanying editorial.
They are professors of psy-
chiatry and neuroscience
at the University of Texas
Southwestern  Medical
Center.

In other words, they
explained, the study was 0%
based on the hypothesis
that pathological gambling
is an addiction disorder

Less Is More?

Among 206 subjects who met DSM-/V criteria for pathological
gambling, the greatest number showed some improvement on the
lowest dose tested of nalmefene.

Il Very much improved - Much Improved

Nalmefene

25 mg/day

Nalmefene

50 mg/day

Nalmefene
100 mg/day

1 0% 20% 30% 40%

Percentage of subjects

50% 60%

Source: Jon Grant, M.D., J.D., et al., American Journal of Psychiatry, February 2006

and that a drug known to counter addic-
tion could thwart pathological gambling as
well.

“Multicenter Investigation of the Opi-

oid Antagonist Nalmefene in the Treat-
ment of Pathological Gambling” is posted
at <http://ajp.psychiatryonline> under the
February issue. B




NARSAD Honors Groundbreaking

Advances in MH Research

Once again, NARSAD awards scientists who have made outstanding
contributions to the understanding, treatment, and prevention of var-

ious mental ilinesses.

even scientists were lauded for their
Soutstanding achievements in psychi-
atric research by the National Alliance
for Research on Schizophrenia and De-

pression (NARSAD) at its recent awards
dinner in New York City.

* Lieber Prize for Schizophrenia Re-
search was presented to David Lewis, M.D.,
a professor of psychiatry at the University of
Pittsburgh, for his work in furthering the

NONSCHEDULED ROZEREM—

BY JOAN AREHART-TREICHEL

understanding of the origins and functional
changes of schizophrenia. He was the first
to apply DNA micro-array technology suc-
cessfully to the study of the disease.

¢ Falcone Prize for Affective Disorders
Research was presented to Jan Fawcett,
M.D., a professor of psychiatry at the Uni-
versity of New Mexico, and Alan
Schatzberg, M.D., chair of psychiatry at

please see NARSAD Awards on page 34

FIRST

IN A NOVEL
CLASS OF

SLEEP

AGENTS

Constance E. Lieber, president of NARSAD, poses with (from left) Herbert Pardes, M.D., president
of NARSAD’s Scientific Council; David A. Lewis, M.D., Jan A. Fawcett, M.D., Bruce S. McEwen,
Ph.D., Allan L. Reiss, M.D., Linda M. Brzustowicz, M.D., Alan F. Schatzberg, M.D., and Takanori

Hashimoto, M.D., Ph.D.

. EVIDENCE OF ABUSE OR DEPENDENCE

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

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

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

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

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

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

Please visit www.rozerem.com

*A randomized, single-center, double-blind, dose run-up study (N=6) and

a single-center, randomized, double-blind, placebo-controlled crossover study
(N=14) specifically assessed the abuse liability of Rozerem in patients with a
history of substance abuse.?

Rozerem is indicated for the treatment of insomnia
characterized by difficulty with sleep onset. Rozerem
can be prescribed for long-term use. Rozerem should
not be used in patients with hypersensitivity to any
components of the formulation, severe hepatic
impairment, or in combination with fluvoxamine.
Failure of insomnia to remit after a reasonable period

of time should be medically evaluated, as this may be
the result of an unrecognized underlying medical
disorder. Hypnotics should be administered with
caution to patients exhibiting signs and symptoms of
depression. Rozerem has not been studied in patients
with severe sleep apnea, severe COPD, or in children

or adolescents. The effects in these populations are
unknown. Exercise caution if consuming alcohol in
combination with Rozerem. Rozerem has been
associated with decreased testosterone levels and
increased prolactin levels. Health professionals should
be mindful of any unexplained symptoms possibly
associated with such changes in these hormone levels.
Rozerem should not be taken with or immediately
after a high-fat meal. Rozerem should be taken within
30 minutes before going to bed and activities confined
to preparing for bed. The most common adverse events
seen with Rozerem that had at least a 2% incidence
difference from placebo were somnolence, dizziness,
and fatigue.

Please see adjacent Brief Summary of
Prescribing Information.

ORozerem.

ral ] lelteon Rozeremmw is a trademark of Takeda
Pharmaceutical Company Limited
Provenforsleep. and used under license by Takeda

Nonscheduled for added safety.

Pharmaceuticals North America, Inc.
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Antidepressants Show Promise
In Pain Management

In 2004 the FDA approved an SNRI antidepressant expressly for the treat-
ment of diabetic peripheral neuropathy. This watershed event suggests
that the SNRIs may be able to combat some other kinds of pain as well.

sychiatrists have long been in-
terested in pain and pain treat-
ment because pain and depres-
sion, as well as pain and anxiety,
often go hand in hand. This in-
terest grew during the latter half of the 20th
century with the discovery that the tricylic
antidepressants could counter various types
of pain. Yet psychiatrists’ interest in pain and
pain treatment waned somewhat during the
1980s and early 1990s, when it became clear

BY JOAN AREHART-TREICHEL

that the SSRI antidepressants were not as ef-
fective in treating pain as the tricyclics were.

In 1997, however, a new class of antide-
pressants made its debut on the American
market—the combined selective serotonin-
norepinephrine reuptake inhibitors (SNRIs).
These drugs act on both serotonin and nor-
epinephrine, as the tricylic antidepressants
do, but without the latter’s side effects.
Specifically, the Food and Drug Adminis-
tration (FDA) approved the SNRI venlafax-

ine in 1997 for the treatment of depression,
and in 2004 approved the SNRI duloxetine
not just for depression, but also for periph-
eral nerve pain in diabetics. Duloxetine, in
fact, is the first drug approved to treat this
condition, and it appears to be the first psy-
chotropic drug that the FDA had approved
for treating pain of any kind.

These developments have once again ig-
nited psychiatrists’ interest in pain and pain
management. They have also set the stage
for this question: Could the SNRI antide-
pressants counter other kinds of pain be-
sides peripheral neuropathy in diabetics?
Preliminary research findings suggest that
the answer is yes.

SNRIs Effective in Fibromyalgia
“Fibromyalgia is a funny disorder,” Jor-
dan Karp, M.D., a physician investigator
at the University of Pittsburgh’s John A
Hartford Center of Excellence in Geriatric

QRozerem.
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Brief Summary of Prescribing Information
05-1114

ROZEREM™

(ramelteon) Tablets

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

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

WARNINGS

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

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

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

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

CAUTIONS: Drug Interactions).

A vanety of cognitive and behavmr changes have been reported to occur in
with the use of hyp! . In primarily patients,

worsenlng of depression, including sulcwdal ideation, has been reported

in association with the use of hypnotics.

Patients should avoid engaging in hazardous activities that require concentra-

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

ROZEREM

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

PRECAUTIONS

General

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

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

Use in Adolescents and Children
ROZEREM has been associated with an effect on reproductive hormones in
adults, e.g. decreased testosterone levels and increased prolactin levels. It is
not known what effect chronic or even chronic intermittent use of ROZEREM
may have on the reproductive axis in developing humans (see Pediatric Use).
Information for Patients
Patients should be advised to take ROZEREM within 30 minutes prior to
going to bed and should confine their activities to those necessary to prepare
for bed.
Patients should be advised to avoid engaging in hazardous activities (such as
operating a motor vehicle or heavy machinery) after taking ROZEREM.
Patients should be advised that they should not take ROZEREM with or
immediately after a high fat meal.
Patients should be advised to consult their health care provider if they experi-
ence worsening of insomnia or any new behavioral signs or symptoms of
concern.
Patients should consult their health care provider if they experience one of
the following: cessation of menses or galactorrhea in females, decreased
libido, or problems with fertility.
Lahoratory Tests
No standard monitoring is required.
For patients presenting with unexplained amenorrhea, galactorrhea, decreased
libido, or problems with fertility, assessment of prolactin levels and testos-
terone levels should be considered as appropriate.
Drug Interactions
ROZEREM has a highly variable inter-subject pharmacokinetic profile
(approximately 100% coefficient of variation in C.x and AUC). As noted
above, CYP1A2 is the major isozyme involved in the metabolism of
ROZEREM,; the CYP2C subfamily and CYP3A4 isozymes are also involved
to a minor degree.
Effects of Other Drugs on ROZEREM Metabolism
Fluvoxamine (strong CYP1A2 inhibitor): When fluvoxamine 100 mg twice
daily was administered for 3 days prior to single-dose co-administration of
ROZEREM 16 mg and , the AUCq.ins for increased
approximately 190-fold, and the Cpax increased approximately 70-fold,
compared to ROZEREM administered alone. ROZEREM should not be used
in combination with fluvoxamine (See WARNINGS). Other less potent
CYP1A2 inhibitors have not been adequately studied. ROZEREM should be
administered with caution to patients taking less strong CYP1A2 inhibitors.
Rifampin (strong CYP enzyme inducer): Administration of rifampin 600 mg
once daily for 11 days resulted in a mean decrease of approximately 80%
(40% to 90%) in total exposure to ramelteon and metabolite M-I1, (both
AUCq.ins and Cpnay) after a single 32 mg dose of ROZEREM. Efficacy may be
reduced when ROZEREM is used in combination with strong CYP enzyme
inducers such as rifampin.
Ketoconazole (strong CYP3A4 inhibitor): The AUCq.in and Cpay of ramelteon
increased by approximately 84% and 36%, respectively, when a single 16 mg
dose of ROZEREM was administered on the fourth day of ketnconazole
200 mg twice daily admi to ROZEREM
alone. Similar increases were seen in M-Il pharmacokinetic var\ables
ROZEREM should be administered with caution in subjects taking strong
CYP3A4 inhibitors such as ketoconazole.
Fluconazole (strong CYP2C9 inhibitor): The total and peak systemic exposure
(AUCq.in and Cpax) Of ramelteon after a single 16 mg dose of ROZEREM was
increased by approximately 150% when administered with fluconazole.
Similar increases were also seen in M-Il exposure. ROZEREM should be
administered with caution in subjects taking strong CYP2C9 inhibitors such
as fluconazole.

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

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

Drug/Laburatory Test Interactions

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

in vitro.

and i of Fertility
Carcinogenesis
In a two-year carcinogenicity study, BEC3F, mice were administered ramelteon
at doses of 0, 30, 100, 300, or 1000 mg/kg/day by oral gavage. Male mice
exhibited a dose-related increase in the incidence of hepatic tumors at dose
levels =100 mg/kg/day including hepatic adenoma, hepatic carcinoma, and
yma. Female mice ped a dose-related increase in the inci-
dence of hepatic adenomas at dose levels > 300 mg/kg/day and hepatic
carcinoma at the 1000 mg/kg/day dose level. The no-effect level for hepatic
tumors in male mice was 30 mg/kg/day (103-times and 3-times the therapeu-
tic exposure to ramelteon and the active metabolite M-II, respectively, at the
maximum recommended human dose [MRHD] based on an area-under-the-
curve [AUC] comparison). The no-effect level for hepatic tumors in female
mice was 100 mg/kg/day (827-times and 12-times the therapeutic exposure
to ramelteon and M-11, respectively, at the MRHD based on AUC).
In a two-year carcinogenicity study conducted in the Sprague-Dawley rat,
male and female rats were administered ramelteon at doses of 0, 15, 60,
250 or 1000 mg/kg/day by oral gavage. Male rats exhibited a dose-related
increase in the incidence of hepatic adenoma and benign Leydig cell tumors
of the testis at dose levels > 250 mg/kg/day and hepatic carcinoma at the
1000 mg/kg/day dose level. Female rats exhibited a dose-related increase in
the incidence of hepatic adenoma at dose levels > 60 mg/kg/day and hepatic
carcinoma at the 1000 mg/kg/day dose level. The no-effect level for hepatic
tumors and benign Leydig cell tumors in male rats was 60 mg/kg/day
(1,429-times and 12-times the therapeutic exposure to ramelteon and M-II,
respectively, at the MRHD based on AUC). The no-effect level for hepatic
tumors in female rats was 15 mg/kg/day (472-times and 16-times the
exposure to and M-11, respi , at the MRHD
based on AUC).
The development of hepatic tumors in rodents following chronic treatment
with non-genotoxic compounds may be secondary to microsomal enzyme
induction, a mechanism for tumor generation not thought to occur in
humans. Leydig cell tumor development following treatment with non-
genotoxic compounds in rodents has been linked to reductlons in circulating
testosterone levels with y increases in lutei hormone
release, which is a known proliferative stimulus to Leydig cells in the rat
testis. Rat Leydig cells are more sensitive to the stimulatory effects of
luteinizing hormone than human Leydig cells. In mechanistic studies con-
ducted in the rat, daily ramelteon administration at 250 and 1000 mg/kg/day
for 4 weeks was associated with a reduction in plasma testosterone levels.
In the same study, luteinizing hormone levels were elevated over a 24 hour
period after the last ramelteon treatment; however, the durability of this
luteinizing hormone finding and its support for the proposed mechanistic
explanation was not clearly established.
Although the rodent tumors observed following ramelteon treatment occurred
at plasma levels of ramelteon and M-Il in excess of mean clinical plasma con-
centrations at the MRHD, the relevance of both rodent hepatic tumors and
benign rat Leydig cell tumors to humans is not known.
Mutagenesis
Ramelteon was not genotoxic in the following: in vitro bacterial reverse muta-
tion (Ames) assay; in /tm mammalian cell gene mutation assay using the
mouse lymphoma TK*" cell line; in vivo/in vitro unscheduled DNA synthesis
assay in rat hepatocytes; and in in vivo micronucleus assays conducted in
mouse and rat. Ramelteon was positive in the chromosomal aberration assay
in Chinese hamster lung cells in the presence of S9 metabolic activation.
Separate studies indicated that the concentration of the M-Il metabolite
formed by the rat liver S9 fraction used in the in vitro genetic toxicology
studies described above, exceeded the concentration of ramelteon; therefore,
the genotoxic potential of the M-Il metabolite was also assessed in these
studies.
Impairment of Fertility
Ramelteon was administered to male and female Sprague-Dawley rats in
an initial fertility and early embryonic development study at dose levels of
6, 60, or 600 mg/kg/day. No effects on male or female mating or fertility were
observed with a ramelteon dose up to 600 mg/kg/day (786-times higher than
the MRHD on a mg/m? basis). Irregular estrus cycles, reduction in the num-
ber of implants, and reduction in the number of live embryos were noted with
dosing females at > 60 mg/kg/day (79-times higher than the MRHD on a
mg/m2 basis). A reduction in the number of corpora lutea occurred at the
600 mg/kg/day dose level. Administration of ramelteon up to 600 mg/kg/day
to male rats for 7 weeks had no effect on sperm quality and when the treated
male rats were mated with untreated female rats there was no effect on
implants or embryos. In a repeat of this study using oral administration of
ramelteon at 20, 60 or 200 mg/kg/day for the same study duration, females
demonstrated irregular estrus cycles with doses > 60 mg/kg/day, but no
effects were seen on implantation or embryo viability. The no-effect dose for
fertility endpoints was 20 mg/kg/day in females (26-times the MRHD on a
mg/m2 basis) and 600 mg/kg/day in males (786-times higher than the MRHD
on a mg/m2 basis) when considering all studies.
Pregnancy: Pregnancy Category C
Ramelteon has been shown to be a developmental teratogen in the rat when
given in doses 197 times higher than the human

higher than the ic exposure to

the MRHD based on AUC).

The effects of ramelteon on pre- and post-natal development in the rat were

studied by administration of ramelteon to the pregnant rat by oral gavage at

doses of 0, 30, 100, or 300 mg/kg/day from day 6 of gestation through par-

turition to postnatal (lactation) day 21, at which time offspring were weaned.

Maternal toxicity was noted at doses of 100 mg/kg/day or greater and con-

sisted of reduced body weight gain and increased adrenal gland weight.

Reduced body weight during the post-weaning period was also noticed in the

offspring of the groups given 100 mg/kg/day and higher. Offspring in the
9/kg/day group physical and delays

including delayed eruption of the lower incisors, a delayed acquisition of the

righting reflex, and an alteration of emotional response. These delays are

often observed in the presence of reduced offspring body weight but may

still be indicative of developmental delay. An apparent decrease in the viability

of offspring in the 300 mg/kg/day group was likely due to altered maternal

behavior and function observed at this dose level. Offspring of the

300 mg/kg/day group also showed evidence of diaphragmatic hernia, a find-

ing observed in the embryo-fetal development study previously described.

There were no effects on the reproductive capacity of offspring and the

resulting progeny were not different from those of vehicle-treated offspring.

The no-effect level for pre- and postnatal development in this study was

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

Labor and Delivery

The potential effects of ROZEREM on the duration of labor and/or delivery, for

either the mother or the fetus, have not been studied. ROZEREM has no

established use in labor and delivery.

Nursing Mothers

Ramelteon is secreted into the milk of lactating rats. It is not known whether

this drug is excreted in human milk. No clinical studies in nursing mothers

have been performed. The use of ROZEREM in nursing mothers is not

recommended.

Pediatric Use

Safety and effectiveness of ROZEREM in pediatric patients have not been

established. Further study is needed prior to determining that this product

may be used safely in pre-pubescent and pubescent patients.

Geriatric Use

A total of 654 subjects in double-blind, placebo-controlled, efficacy trials who

received ROZEREM were at least 65 years of age; of these, 199 were 75 years

of age or older. No overall differences in safety or efficacy were observed

between elderly and younger adult subjects.

ADVERSE REACTIONS

Overview

The data described in this section reflect exposure to ROZEREM in 4251 sub-

jects, including 346 exposed for 6 months or longer, and 473 subjects for

one year.

Adverse i ing in

Five percent of the 3594 individual subjects exposed to ROZEREM in clinical

studies discontinued treatment owing to an adverse event, compared with

2% of the 1370 subjects receiving placebo. The most frequent adverse events

leading to discontinuation in subjects receiving ROZEREM were somnolence

(0.8%), dizziness (0.5%), nausea (0.3%), fatigue (0.3%), headache (0.3%),

and insomnia (0.3%).

ROZEREM Most Commonly Observed Adverse Events in Phase 1-3 trials

The incidence of adverse events during the Phase 1 through 3 trials

(% placebo, n=1370; % ramelteon [8 mg], n=1250) were: headache NOS

(7%, 7%), somnolence (3%, 5%), fatigue (2%, 4%), dizziness (3%, 5%),

nausea (2%, 3%), insomnia exacerbated (2%, 3%), upper respiratory tract

infection NOS (2%, 3%), diarrhea NOS (2%, 2%), myalgia (1%, 2%),

depression (1%, 2%), dysgeusia (1%, 2%), arthralgia (1%, 2%),

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

Because clinical trials are conducted under widely varying conditions, adverse

reaction rates observed in the clinical trials of a drug cannot be directly com-

pared to rates in clinical trials of other drugs, and may not reflect the rates

observed in practice. The adverse reaction information from clinical trials

does, however, provide a basis for identifying the adverse events that appear

to be related to drug use and for approximating rates.

DRUG ABUSE AND DEPENDENCE

ROZEREM is not a controlled substance.

Human Data: See the CLINICAL TRIALS section, Studies Pertinent to

Safety Concerns for Sleep-Promoting Agents in the Complete Prescribing

Information.

Animal Data. Ramelteon did not produce any signals from animal behavioral

studies indicating that the drug produces rewarding effects. Monkeys did not

self-administer ramelteon and the drug did not induce a conditioned place

preference in rats. There was no generalization between ramelteon and

midazolam. Ramelteon did not affect rotorod performance, an indicator of

disruption of motor function, and it did not potentiate the ability of diazepam

to interfere with rotorod performance.

Discontinuation of ramelteon in animals or in humans after chronic adminis-

tration did not produce withdrawal signs. Ramelteon does not appear to

produce physical dependence.

OVERDOSAGE

Signs and Symptoms

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

ment.

ROZEREM was administered in single doses up to 160 mg in an abuse liabil-

ity trial. No safety or tolerability concerns were seen.

Recommended Treatment

General and supportive should be used, along with

immediate gastric lavage where appropriate. Intravenous fluids should be

administered as needed. As in all cases of drug overdose, respiration, pulse,

blood pressure, and other appropriate vital signs should be monitored, and

general supportive measures employed.

and M-I1, resp , at

Hemodialysis does not reduce exposure to ROZEREM. Therefore,

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

studies in pregnant women. Ramelteon should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus.

The effects of ramelteon on embryo-fetal development were assessed in both
the rat and rabbit. Pregnant rats were administered ramelteon by oral gavage
at doses of 0, 10, 40, 150, or 600 mg/kg/day during gestation days 6-17,
which is the period of organogenesis in this species. Evidence of maternal
toxicity and fetal teratogenicity was observed at doses greater than or equal
to 150 mg/kg/day. Maternal toxicity was chiefly characterized by decreased
body weight and, at 600 mg/kg/day, ataxia and move-
ment. At maternally toxic doses (150 mg/kg/day or greater), the fetuses
demonstrated visceral malformations consisting of diaphragmatic hernia and
minor anatomical variations of the skeleton (irregularly shaped scapula). At
600 mg/kg/day, reductions in fetal body weights and malformations including
cysts on the external genitalia were additionally observed. The no-effect level
for teratogenicity in this study was 40 mg/kg/day (1,892-times and 45-times
higher than the therapeutic exposure to ramelteon and the active metabolite
M-I, respectively, at the MRHD based on an area-under-the-curve [AUC]
comparison). Pregnant rabbits were administered ramelteon by oral gavage
at doses of 0, 12, 60, or 300 mg/kg/day during gestation days 6-18, which is
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Psychiatry, explained during a recent in-
terview. “When joints and nerves and mus-
cles from fibromyalgia patients are biop-
sied, there is no pain pathology. These are
patients who hold onto pain in their brains
differently from other folks; they don’t let
go of the pain they experience. So it is re-
ally a problem of central pain processing
rather than of neuropathic pain, muscu-
loskeletal pain, or visceral pain.”

Nonetheless, there is ample evidence
that the SNRIs can combat such pain. For
example, Leslie Arnold, M.D., an associate
professor of psychiatry at the University of
Cincinnati, and colleagues conducted a 12-
week trial to assess the efficacy and safety of
duloxetine in countering fibromyalgia in
individuals with or without current major
depressive disorder.

About a fourth of the 354 women sub-
jects had a current major depressive disor-
der. The subjects were randomly placed in
three groups: one group received 60 mg of
duloxetine daily, the second group received
60 mg twice daily, and the third group re-
ceived a placebo. The researchers used the
Brief Pain Inventory to assess subjects’ pain
both at the start and end of the study.

The researchers found that 55 percent of
the subjects who had received 60 mg of du-
loxetine daily and 54 percent of the sub-
jects who had received 120 mg of duloxe-
tine daily were treatment responders—that
is, they had experienced at least a 30 percent
reduction in pain during the study—com-
pared with a third of subjects receiving a
placebo. Moreover, duloxetine was found
to be well tolerated.

Thus, duloxetine appears to be both “ef-
fective and safe in the treatment of fi-
bromyalgia in female patients with or with-
out major depressive disorder,” Arnold and
her group concluded in their report, which
is in press with the journal Pain.

Eli Lilly and Co., the manufacturer of
duloxetine, is also researching the drug’s
potential for countering fibromyalgia pain,
Tamara Hull, a senior communications as-
sociate at Lilly, told Psychiatric News. The
company announced in December 2005
that its duloxetine-fibromyalgia research
has now entered phase III testing.

Yet another SNRI antidepressant—mil-
nacipran—is being developed for the treat-
ment of fibromyalgia by Cypress Bioscience
Inc. in San Diego. As Sabrina Johnson, chief
financial officer of Cypress Bioscience, in-
formed Psychiatric News, its first phase 111
trial pitting milnacipran against fibromyal-
gia pain did not reach statistical significance,
but it was close to it, so the company is now
conducting two more phase III trials to ex-
plore the drug’s potential in countering fi-
bromyalgia pain.

Currently, there are no FDA-approved
treatments for fibromyalgia. Thus, if an
SNRI antidepressant were to be approved by
the FDA for such treatment, Arnold pointed
out, it “would increase therapeutic options
for patients, potentially reducing the mor-
bidity associated with fibromyalgia, and im-
prove clinician awareness and recognition
of fibromyalgia.”

SNRIs Take on Migraines

The SNRIs may also have the capacity
to prevent migraine headaches, a Turkish
study reported in the February 2005 Four-
nal of Head and Face Pain suggests.

Suleyman Ozyalcin, M.D., an associate
professor of anesthesiology at Istanbul Uni-
versity, and colleagues conducted what ap-
pears to be the first randomized, double-
blind, placebo-controlled trial to determine



whether the SNRI venlafaxine might be
able to prevent migraines. Sixty subjects
who were prone to migraine headaches
without aura were randomly assigned to re-
ceive 75 mg daily of venlafaxine, 150 mg
daily of venlafaxine, or a placebo for two
months. The frequency of migraines they
experienced during that period were mon-
itored. The group receiving 150 mg daily of
venlafaxine experienced significantly fewer
migraines than did the placebo group.

Back Pain Studied

The SNRIs’ potential for countering
back pain is likewise being explored. The
Department of Veterans Affairs launched a
study in June 2005 to determine whether
venlafaxine counters chronic neuropathic
pain following spinal-cord injury. Although
a number of medications have been used to
treat such pain, no drug has been consis-
tently helpful.

Craig Nelson, M.D., director of geri-
atric psychiatry at the University of Cali-
fornia at San Francisco, and colleagues con-
ducted a study on 90 subjects aged 55 years
or older who had a major depressive disor-
der to determine whether duloxetine could
combat not just depression, but also asso-
ciated pain symptoms. As they reported in
the March 2005 American Fournal of Geri-
atric Psychiatry, “60 mg daily of duloxetine
was significantly better than a placebo in
not just countering depression, but in re-
ducing pain, including back pain.”

Karp and his coworkers will soon con-
duct a trial to explore novel approaches to
treating older adults who have both de-
pression and chronic back pain. The ap-
proaches will consist of combining social
interventions—say, help from a partner or
friend—with medications, and one of the
medications that will be tested is an SNRI
antidepressant.

Other Possible Uses Suggested

The SNRI antidepressants might be able
to quell neuropathic pain arising from a
number of sources, Rollin Gallagher, M.D.,

Applications Invited
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Award-winning courses will begin in the
2006-2007 academic year.
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a psychiatrist and director of the Center for
Pain Medicine Research and Policy at the
University of Pennsylvania, speculated in
an interview. For instance, they might be
effective against neuropathic pain due to a
herniated disc, radiation and chemother-
apy treatment, toxic exposure, or posther-
petic neuralgia.

The SNRI antidepressants might also
be able to counter tension headaches and
the pain of irritable bowel syndrome, John-
son suggested. In fact, she added, the types
of pain that the SNRIs are capable of sub-
duing may well be the same types of pains
that the tricyclic antidepressants counter
since the SNRIs and some of the tricyclics
have similar norepinephrine-serotonin re-
uptake profiles.

"To really harness the SNRIs’ pain-fight-
ing abilities, of course, scientists need to
better understand how they work in this
domain. And fortunately here, too, some

research is taking place. For example, the
analgesic and antidepressant effects of the
SNRIs were thought to be inseparable,
meaning that if a patient received an anal-
gesic effect, it was because of the antide-
pressant effect. However, David Fishbain,
M.D., a professor of psychiatry at the Uni-
versity of Miami, has now found that the
two effects are entirely separate, and, as he
told Psychiatric News, “the analgesic effect
actually occurs before the antidepressant
effect.” He has submitted these findings to
the journal Pain.

While the ultimate pain-fighting po-
tential of the SNRIs is not known, the clin-
ical implications could be substantial.

“The SNRIs will have an important role
in the management of chronic pain disor-
ders,” Arnold predicted. “Both serotonin
and norepinephrine are involved in the reg-
ulation of pain perception through the de-
scending pain inhibitory pathways. The

SNRIs, by increasing serotonin, and nor-
epinephrine-mediated neurotransmission,
might enhance pain inhibition.”

“I’'ve seen in patients with diabetic pe-
ripheral neuropathy and in some fi-
bromyalgia patients both duloxetine and
venlafaxine being helpful,” said Karp. “I
certainly think they have a role to play in
pain management, particularly for patients
with diabetes and fibromyalgia.”

“I think the recent publications about the
SNRIs will increase interest among psychi-
atrists, especially those treating older patients
and medically ill patients, in the treatment
of pain occurring in depression,” Nelson said.

“The treatment of pain is not a one-
medication treatment; it is using medica-
tions that affect a number of different parts
of the pain-perception system,” Gallagher
explained. “So the SNRI antidepressants
will probably have a growing role in this
treatment.” W
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“Ireat to Remission’ Is

Message of STEP-BD Study

Despite modern evidence-based treatment, bipolar disorder remains
a highly recurrent, predominantly depressive illness. Nonetheless, the
goal of treatment should be full recovery, not just symptom reduction.

he first of many analyses to

come from the National

Institute of Mental Health’s

(NIMH) Systematic Treat-

ment Enhancement Pro-
gram for Bipolar Disorder (STEP-BD) pro-
vides much-needed, long-term data on the
potential for recovery from manic and de-
pressive episodes and predictors of relapse
into subsequent mood episodes.

“In spite of really optimized treatment
with guideline-based pharmacotherapy,
combined with psychoeducation provided
by clinicians specifically trained in the man-
agement of bipolar disorder, nearly half of
our patients suffered a recurrence within
two years,” said Roy Perlis, M.D., an assis-
tant professor of psychiatry at Harvard
Medical School and one of several STEP-
BD investigators at Massachusetts General
Hospital in Boston. Perlis and his co-in-
vestigators published their report in the
February American Journal of Psychiatry.

“I think [these data] indicate the sever-
ity [of bipolar disorder] overall, and while
we have some wonderful, newer treatments
and some very effective older treatments,”
Perlis told Psychiatric News, “we still have a
lot of work to do.”

STEP-BD is the largest national re-
search program aimed at determining the
best treatment practices for bipolar disor-
der. Begun in 1998 and concluded in Sep-
tember 2005, researchers treated 4,360 pa-
tients with bipolar disorder (I, II, or NOS)
who were followed long term to determine
the most effective treatment or combina-
tion of treatments to combat depressive and
manic episodes and to prevent relapse.

“We also found that one of the strongest
predictors of recurrence in our sample was
the presence of residual mood symptoms
following recovery,” Perlis said. “Even when
patients were largely well, if they contin-

BY JIM ROSACK

ued to be somewhat symptomatic, they were
more likely to have a relapse. In short, those
residual symptoms matter.”

For the predictors of recurrence analy-
sis, Perlis and his team looked at a subset
of the full patient sample, focusing on 1,469
patients who had at least two years of par-
ticipation in the STEP-BD program. The
researchers found that slightly more than
half (858 patients, or 58 percent) of this
group achieved recovery, defined as having
no more than two symptoms of the disor-
der for a period of at least eight weeks dur-
ing the two-year follow-up period.

Within that two-year window, nearly
half of those who achieved recovery (416
patients, or 48.5 percent) relapsed; almost
twice as many patients who relapsed suf-
fered a depressive episode (298 patients, or
34.7 percent) than those relapsing to a
manic, hypomanic, or mixed episode (118
patients, or 13.8 percent).

Perlis and his co-authors concluded in
their article that “taken together, these re-
sults demonstrate that mood episodes in
bipolar disorder, and particularly depressive
episodes, are prevalent and likely to recur
in spite of guideline-based treatments.”

Patients in STEP-BD, they noted, “re-
ceived evidence-based care from special-
ized clinicians with training in the use of
standardized assessments, combination
pharmacotherapy, and psychosocial treat-
ments where appropriate. In addition, par-
ticipants received at minimum a core psy-
chosocial educational intervention.”

As such, the co-authors wrote, “the find-
ing that nearly half of the study participants
nonetheless suffered at least one recurrence
during follow-up highlights the need for
development of new interventions [for]
bipolar disorder.”

“I think [the importance of residual
symptoms] parallels the major depression

Predicting Bipolar Recurrence

Of the 4,360 bipolar subjects in STEP-BD, researchers followed a subset of 1,469 who had been in the
study for at least two years. The factors associated with an increased risk of relapse to a depressive
episode were somewhat different from those associated with an increased risk of relapse to a manic

episode.

Depressive recurrence

Current anxiety disorder _

|
|

Number of residual depressive symptoms
at recovery (Clinical Monitoring Form)
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Source: Roy Perlis, M.D., et al., American Journal of Psychiatry, February 2006

literature, where we’ve come to see that full
remission is really the goal of treatment,”
Perlis told Psychiatric News. “Improvement
is great, but remission is really critical. I
think [these results] suggest that we need
to take the same kind of focus in bipolar
disorder—which many clinicians already
do—and that is to treat to remission, not
simply recovery. It emphasizes the impor-
tance of those residual symptoms and their
association with risk of recurrence.”

Interestingly, somewhat different fac-
tors appeared to be associated with relapse
to a depressive episode versus relapse to a
manic/hypomanic/mixed episode (see
chart). For example, a current substance
use disorder increased the risk of manic re-
lapse, but not depressive relapse, while a
current anxiety diagnosis was associated
with increased risk of a depressive relapse
but not manic relapse.

The STEP-BD protocols were intended
to represent an effectiveness study, and pa-
tients in the STEP-BD’s Standard Care
Pathway could receive any intervention be-
lieved to be clinically indicated by their cli-
nician. In addition to rigorous guidelines
for monitoring the progress of individual
patients, clinicians adhered to pharma-
cotherapy guidelines based on published
treatment guidelines (APA’s revised Prac-
tice Guideline for the Treatment of Patients
With Bipolar Disorder, the Expert Con-

sensus Guideline Series: Medication Treat-

ment of Bipolar Disorder, and the Depart-
ment of Veterans Affairs’ Clinical Practice
Guidelines for Bipolar Disorder).

STEP-BD also incorporated a “core psy-
chosocial intervention.” All patients received
a workbook and videotape describing the
intervention, which emphasized alliance-
building and provided techniques for rec-
ognizing and managing stress, negative
thought patterns, problems in interpersonal
interactions, and sleep disturbances.

Perlis expressed some level of discom-
fort with the STEP-BD protocols being
described as “state of the art.”

“We didn’t do anything that can’t be
done by any physician in the community,”
Perlis explained, “and that was an impor-
tant principle [in designing the study]—we
wanted this to very specifically be general-
izable across the country.” Perlis also em-
phasized that “there will be much more to
come from STEP-BD that will focus more
on specific treatment questions. There are
several studies embedded within the larger
STEP-BD design looking more closely at
psychosocial interventions and providing a
head-to-head comparison of different phar-
macotherapies.”

“Predictors of Recurrence in Bipolar
Disorder: Primary Outcomes From the
Systematic Treatment Enbancement Pro-
gram for Bipolar Disorder (STEP-BD)”
is posted at <bttp://ajp.psychiatryonline.
org/cgi/content/abstract/163/2/217>. A

Anticonvulsant Studied as Adjunct
To Bipolar Disorder Treatment

A small, randomized head-to-head comparison within STEP-BD
provides intriguing, albeit inconclusive, results regarding add-on
medications for resistant depression.

ne of the first waves of results from
Othe National Institute of Mental

Health’s (NIMH) Systematic Treat-
ment Enhancement Program for Bipolar
Disorder (STEP-BD) suggests that the an-
ticonvulsant/mood stabilizer lamotrigine
(Lamictal) may have added value in treat-
ing patients with bipolar disorder for re-
sistant depression.

A three-way head-to-head comparison
of lamotrigine, risperidone (Risperdal), and
inositol as adjunct pharmacotherapy in the
treatment of bipolar depression in patients
who have not adequately responded to ap-
propriate pharmacotherapy is believed to
be the first trial of any medication for treat-
ment-resistant bipolar depression. The re-
sults of the small trial appear in the Febru-
ary American Journal of Psychiatry.

“This study was designed back in 1999,
and it was felt then that we really didn’t
know a lot about bipolar depression in gen-
eral or about treatment-resistant depres-
sion in particular,” said lead author Andrew
Nierenberg, M.D., an associate professor
of psychiatry at Harvard Medical School
and Massachusetts General Hospital.

STEP-BD was designed to include two
randomized, controlled trials, one looking at
the treatment of acute depression (results of
which should be published in the next year)
and this “smaller study of refractory depres-
sion,” Nierenberg told Psychiatric News.

At that time, lamotrigine had yet to be
approved by the FDA for maintenance
treatment of bipolar I disorder. An anti-
convulsant/mood stabilizer, lamotrigine is
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currently indicated to “delay the time to
occurrence of mood episodes (depression,
mania, hypomania, mixed episodes) in pa-
tients treated for acute mood episodes with
standard therapy.”

While the efficacy of lamotrigine has
not been established for the acute treat-
ment of mood episodes, a growing body of
evidence indicates that the drug may be par-
ticularly useful in treating depressive
episodes associated with bipolar disorder.

Nierenberg and his STEP-BD co-inves-
tigators looked at a subset of 66 of the nearly
4,500 patients enrolled in the larger study
(see article above). Participants in the head-
to-head trial were patients with bipolar I or
IT and were in a current major depressive
episode that was not responsive to a combi-
nation of adequate doses of established mood
stabilizers plus at least one antidepressant.

Patients were randomly assigned to
open-label treatment with lamotrigine, in-
ositol, or risperidone for up to 16 weeks in
addition to their existing mood stabilizer
and antidepressant therapy. The primary
outcome measure was the rate of recovery,
with recovery defined as “no more than two
symptoms meeting DSM-IV threshold cri-
teria for a mood episode and no significant
symptoms present for eight weeks.”

Nierenberg and his colleagues found no
statistically significant differences between
the rates of recovery of any two drugs com-
pared (lamotrigine versus risperidone, lam-
otrigine versus inositol, and inositol versus
risperidone). Nierenberg told Psychiatric

please see Anticonvulsant on facing page



Lithium Often Takes Backseat
To Other Bipolar Therapies

Despite the evidence base, lithium is still reserved for the sickest

patients with bipolar disorder.

atients with bipolar disorder

who exhibit suicidal ideation

are more likely to be prescribed

antidepressants and second-

generation  antipsychotics
(SGA) than lithium, despite lithium’s rep-
utation for an antisuicide effect.

Data published in the December 2005
Psychiatric Services by the team running the
Systematic Treatment Enhancement Pro-
gram for Bipolar Disorder (STEP-BD) in-
dicates that lithium appears to be “reserved
for those patients with more severe illness
characteristics.” The report provides a snap-
shot of current medications taken by the
first 1,000 patients who entered the STEP-
BD study, which was funded by the Na-
tional Institute of Mental Health (NIMH).

For many years lithium has been thought
to exert an antisuicide effect, with some re-
searchers reporting that in patients with
bipolar disorder, lithium is associated with
up to a six- to eightfold reduction in the
risk of suicide attempt or completion com-
pared with placebo. Other researchers re-
ported that suicide completion was 2.7 times
more likely to occur in patients with bipo-
lar disorder on divalproex compared with
those on lithium.

Yet these earlier studies did not control
for other medications taken concomitantly
or for severity of illness at baseline relative
to prescription choice. In addition, “little is
known about the andsuicidal benefits of other
new agents for bipolar disorder, particularly
the second-generation antipsychotics.”

STEP-BD investigators, led by Gary
Sachs, M.D., a professor of psychiatry at
Massachusetts General Hospital and Har-
vard University, enrolled nearly 5,000 pa-
tients aged 15 and older with bipolar disor-
der I, IT, or NOS, or cyclothymia, at 11
academic research centers across the U.S.
The researchers’ goal of the current report
was to provide “a description of community-
based pharmacotherapy treatments relative
to suicidal ideation” in the first 1,000 pa-
tients to enter the study. The study group
was assessed between November 1999 and
April 2001 to determine “prevalence of pre-
scriptions for mood stabilizers, second-gen-
eration antipsychotics, and antidepressants
and the clinical features of patients who re-
ceived these different classes of medications.”

A battery of assessments was adminis-
tered to each patient, yielding demographic
details, past and current signs and symp-
toms of mental illness, and past and cur-
rent treatments.

At baseline, 605 of 998 patients were eu-
thymic (61 percent), 58 (6 percent) were
manic or hypomanic, 87 (9 percent) were
mixed or cycling, and 248 (25 percent) were
depressed (two patients did not complete
the entire baseline assessment).

Among the 998 patients, 211 (21 percent)
exhibited signs of suicidal ideation. Suicidal
ideation was significantly more common
among persons who were experiencing de-
pressive (49 percent) or mixed episodes (47
percent) than those who were manic or hy-
pomanic (9 percent) or euthymic (7 percent).

Sachs and his coauthors reported that
362 (36 percent) patients were taking
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lithium at baseline, and 349 (35 percent)
were taking divalproex. Of the 270 patients
(27 percent) who were taking an antipsy-
chotic, nearly all (264) were taking an SGA.
Of those taking an SGA, about two-thirds
were also taking either lithium or dival-
proex.

The number of patients taking an ant-
depressant was 418 (42 percent); 346 (83 per-
cent) were taking one antidepressant, while
72 (17 percent) were taking at least two an-
tidepressants at the beginning of the study.

Finally, Sachs and his colleagues reported
that “rates of suicidal ideation were similar
between patients who were taking any
lithium and those who were not. Rates of
suicidal ideation were also not statistically
significantly different between those tak-
ing divalproex and those who didn’t take
divalproex. However, the mean number of
prescribed medicines for patients with sui-
cidal thoughts was higher than for those
without suicidal thoughts.

“Our findings suggest,” Sachs and his col-
leagues wrote, “that after use of other med-
ications and baseline severity indices were
controlled for (such as severity of illness and
history of suicide attempts), psychiatrists may
be more likely to prescribe lithium for sui-
cidal patients with bipolar disorder.”

“Suicidal Ideation and Phbarma-
cotherapy Among STEP-BD Patients” is
posted at <bttp://ps.psychiatryonline.org/
cgi/content/full/56/12/1534>. A

Anticonvulsant

continued from facing page

News this is likely due to the small number
of patients in each comparison. For exam-
ple, in the comparison of lamotrigine and
inositol, only six patients were taking lam-
otrigine compared with 11 patients taking
inositol. The number of patients in the
other two paired comparisons were similar
(15 on lamotrigine and 16 on inositol; 13
on risperidone and eight on inositol).
However, using the same rigorous defi-
nition of sustained response for eight weeks,
secondary outcomes—in which all patients
taking lamotrigine (n=21), inositol (n=23),
and risperidone (n=22) were considered—
recovery rates were different between the
three groups. The overall recovery rates were
23.8 percent for those taking lamotrigine,
17.4 percent for those taking inositol, and
4.6 percent for those taking risperidone;
these medications were taken in addition to
the patients’ existing pharmacotherapy.
“This study suggests, but by no means
proves, that risperidone didn’t look particu-
larly helpful,” Nierenberg told Psychiatric
News. “However, that would have to be looked
at much more closely in a larger study. Per-
haps there was a role for inositol, and per-
haps there was really a role for lamotrigine.”
“Treatment-Resistant Bipolar Depres-
sion: A STEP-BD Equipoise Randomized
Effectiveness Trial of Antidepressant Aug-
mentation With Lamotrigine, Inositol, or
Risperidone” is posted at <bttp://ajp. psychiatry
online.org/cgi/content/full/163/2/210>. B
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of all patients had
the metabolic syndrome at
baseline in the landmark
CATIE schizophrenia study.

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

Reference: 1. McEvoy JP, Meyer JM, Goff DC, et al. Prevalence of the
metabolic syndrome in patients with schizophrenia: baseline results from

the Clinical Antipsychotic Trials of Intervention Effectiveness (CATIE)
schizophrenia trial and comparison with national estimates from NHANES III.
Schizophr Res. 2005;80:19-32.
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Scope of Practice
continued from page 17

The bill’s chances may have faced a set-
back because one of its former sponsors in
the state Senate resigned last year amid a
corruption sting by the Tennessee Bureau
of Investigation.

In challenging the legislation, Kyser’s
group focused criticism on the bill’s ap-
proach to psychologist training, whether it
is via a Florida correspondence course or a
program at Fairleigh Dickinson University
in New Jersey. The TPA is especially wary
of programs that appear to inflate training
hours or are overseen by general practi-
tioners instead of psychiatrists.

“We try to point out the shortcomings
of these programs,” Kyser said.

Hawaii

The Hawaii legislation (HB 539) would
authorize “trained and supervised medical
psychologists working in federally qualified
health centers or other licensed health clin-
ics located in federally designated medically
underserved areas” to prescribe psychotropic
medications. The prescriptive authority
would sunset in 2013. The bill would re-
quire psychopharmacological training from
an institution of higher learning approved by
the state psychology board. It also would
require a one-year supervised practicum in-
volving 400 hours treating at least 100 pa-
tients with mental disorders. The practcum
would be supervised by a “licensed health
care provider who is experienced in the pro-
vision of psychopharmacotherapy.”

The bill would require psychologist su-
pervision by a “prescribing mental health
professional” for two years and then allow
candidates to apply for a prescription cer-

tificate to prescribe independently. They
could not prescribe narcotics. The board
of psychology would adopt rules to imple-
ment the prescribing rules.

Reintroduced from last year, the bill has
not yet advanced. However, the Hawaii Psy-
chiatric Medical Association has received as-
sistance from APA to prepare for the legis-
lation, said Paula Johnson, deputy director
for state affairs in APAs Department of Gov-
ernment Relations. The fight has been a long
one in Hawaii, where psychologist prescrip-
tion legislation was first introduced in 1984.

New Mexico

Although there was no legislation in-
troduced in the already concluded 2006
New Mexico legislative session, a bill to
expand the 2003 psychologist prescription
law advanced in 2005 and is expected again
next year, according to the Psychiatric
Medical Association of New Mexico
(PMANM).

George Greer, M.D., legislative repre-
sentative for PMANM, said the legislation
would expand psychologists’ prescribing
privileges from those medications that treat
mental disorders to those that treat “men-
tal, emotional, behavioral, or cognitive dis-
orders or those that manage the side effects
of such drugs.”

The PMANM has received grants from
APA to combat psychologist prescribing
legislation and fights such legislation
through the New Mexico Medical Society,
which coordinates combined lobbying by
every medical specialty against every scope-
of-practice expansion, Greer said.

The support of the statewide group is
critical, according to Greer, because it
brings more physicians and resources to
bear on the issue.

s {0 the editor

Better Way to Supervise

he use of audiotaped treatment sessions

for supervision of psychiatric trainees was
described in the October 21, 2005, issue by
Dr. Tomar Levin. He pointed out how
much is lost or distorted in the description
of treatment when supervisors meet with
trainees at some time after the session in
question was held. While the time invested
in listening to audiotapes more than dou-
bles the time for the supervisor, at least a
close replica of what actually transpired in
the treatment session becomes available for
scrutiny and discussion.

However, there is yet a better way to
conduct supervision, one that I have used to
good advantage for over 30 years. I meet
with the patient and the trainee together—
with the patient’s permission. As the ses-
sion unfolds, the trainee employs his/her
skills for me to observe directly, including
the subtleties of nonverbal communication,
relating, timing, and reciprocity. In addi-
tion, I am able to demonstrate interview-
ing and therapeutic techniques, as the ed-
ucational process dictates. The trainee is
prepared for this spontaneous interplay,
benefiting from the positive feedback that
is contingent upon his/her emerging com-
petencies as well as from my professional
modeling. The learning experience is rein-
forced by approximately 15 minutes of de-
briefing after the session ends. This peda-
gogical method is used for diagnostic
evaluations and individual, family, and group
treatment.

This is the traditional “bedside” or
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peer reviewed and thus should be
independently verified.

“clinic” rounding that has been a keystone
of teaching in all medical specialties for 100
years—except for psychiatry. The inexpli-
cable failure of psychiatry to use the most
effective teaching technique has been yet
another nail in the coffin of psychiatry’s
credibility with our colleagues in medicine,
surgery, and primary care. A false curtain
drawn around confidentiality and solipsis-
tic self-disclosure in the psychoanalytic tra-
dition has led to psychiatry’s indirect and
watered down modes of teaching.

In three decades of teaching buttressed
by principles of learning, there have been
fewer than a handful of patients who have
been uncomfortable with the spontaneity
of this direct teaching; most feel that they
are benefiting from two physicians’ expe-
riences and expertise, give permission, and
cooperate fully. Residents and other trainees
respond with enthusiasm to this compe-
tency-based approach to teaching.

ROBERT PAUL LIBERMAN, M.D.
Los Angeles, Calif.

A similar approach is underway nation-
ally, with the AMA unveiling a national part-
nership of six national medical specialty so-
cieties, including APA, and six state medical
groups.

“If you get a group of state medical so-
ciety CEOs and a group of specialty so-
ciety CEOs together, this issue comes out
near the top in terms of problems that
they are facing and areas where they need
to collaborate and help one another,” said
Michael Maves, M.D., AMA’s executive
vice president and CEO.

Information on psychologist-pre-
scribing legislation is posted for Missouri
at <www.house.mo.gov/bills061/bills/
bb1447.btm>; Georgia at <www.legis.
state.ga.us/legis/2005_06/sum/bb923.
btm>; Tennessee at <www.legislature.
state.tn.us/bills/curventga/BILL/HB047
9.pdf>; Hawaii at <www.capitol.
bawaii.gov/sitel/docs/getstatus2.asp2bill
no=HB539>; and New Mexico at
<bttp://legis.state.nm.us/lcs/_session.asp
chamber=H&type=++&number=463&
year=05>. &

Spending

continued from page 14

grown faster than any other service in re-
cent years.

Lawmakers also found $6.5 billion in
savings through a Bush administration plan
to give higher Medicare payments to in-
surers that cover sicker patients and lower
payments to plans that enroll healthier ben-
eficiaries.

The measure kept alive a fund included
in the 2003 prescription drug law designed
to encourage preferred provider organiza-
tions to participate in Medicare. An earlier
version aimed to eliminate the fund, and
save $5.4 billion over five years.

The measure also provides medical relief
to hurricane vicdms and expands some pro-
grams, including one for disabled children.

Congress approved a Department of
Health and Human Services budget in De-
cember 2005 that includes a 1 percent
across-the-board cut, except for veterans
programs, from Fiscal 2005 levels. The
measure included an additional $30 million
from the earlier version of the spending bill
toward implementation of the new
Medicare prescription drug program.

The National Institutes of Health (NIH)
received its smallest percentage increase
since 1970. The Center for Mental Health
Services (CMHS) was cut by $8 million.

“We knew that was coming, and Con-
gress had to use that to trim the budget and
trim spending,” said Lizbet Boroughs,
deputy director of APA's DGR. “However,

16V

when you are talking about cutting $220
million out of an agency like NTH, that is
significant.”

Among the practical implications of
such cuts is the decision of the Substance
Abuse and Mental Health Services Ad-
ministration (SAMHSA) to reduce the
amount it can offer its grant recipients.
For instance, instead of funding 85 per-
cent of a grant application, the agency
might be able to pay only 82 percent or
83 percent of an application.

There have been no specific agency
statements about what trade-offs they will
make to meet the lower budget limit. The
cut is also expected to trim the rate at which
the NIH approves new research grants from
the 2005 rate of 22 percent to an expected
rate of 19.5 percent. Similar impacts are ex-
pected at SAMHSA and CMS.

Congress also moved to shore up men-
tal health services for veterans by desig-
nating $2.2 billion of the $22.5 billion De-
partment of Veterans Affairs medical
services budget for mental health care.

“The language is very clear, and Con-
gress was very emphatic, but now it is up
to advocacy groups to hold the VA ac-
countable,” Boroughs said about the men-
tal health funding designation.

The measure also instructs the VA to
come up with a plan to establish Posttrau-
matic Stress Disorder Clinical Teams at
every medical center in part because of con-
cern that large numbers of soldiers return-
ing from Iraq and Afghanistan are suffer-
ing from the disorder. W

NARSAD Awards

continued from page 29

Stanford University. Fawcett was recog-
nized for his lifelong contributions to the
understanding and treatment of bipolar dis-
order and suicide prevention. Schatzberg
was honored for his work with the stress
hormone cortisol and the neurotransmitter
dopamine and its metabolites related to psy-
chotic depression, which has led to novel
treatment approaches.

* Ruane Prize for Child and Adolescent
Psychiatric Research went to Allan Reiss,
M.D., a professor of psychiatry at Stanford
University. With an exceptional technical
expertise in deep brain structure imaging, he
has specialized in studies of children with
neurodevelopmental and neurogenetic dis-
orders.

* Goldman-Rakic Prize for Cognitive
Neuroscience was presented to Bruce
McEwen, Ph.D., head of the laboratory of
neuroendocrinology at Rockefeller Uni-
versity. His work has contributed greatly to

the understanding of stress and stress hor-
mones in a range of disorders, including
depression, posttraumatic stress disorder,
and the early stages of dementia.

¢ Sidney R. Baer Jr. Prize for a promis-
ing young investigator was given to
Takanori Hashimoto, M.D., Ph.D., a re-
search assistant professor of psychiatry at
the University of Pittsburgh. Hashimoto
is investigating mechanisms that contribute
to alterations in inhibitory neurons in the
prefrontal cortex of subjects with schizo-
phrenia, which account for some of the
behavior changes associated with the ill-
ness.

* Staglin Family Music Festival Schiz-
ophrenia Research Award, which is des-
ignated for an outstanding scientist under
the age of 45, went to Linda Brzustowicz,
M.D., a professor of genetics at Rutgers
University. She was recognized for her pi-
oneering work in psychiatric genetics, hav-
ing identified one of a handful of genes cur-
rently thought to be related to
schizophrenia. W
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The most common adverse events in clinical studies of
ADDERALL XR included: pediatric—loss of appetite, insomnia,
abdominal pain, and emotional lability; adolescent—loss of appetite,
insomnia, abdominal pain, and weight loss; adult—dry mouth, loss
of appetite, insomnia, headache, and weight loss.

The effectiveness of ADDERALL XR for long-term use has not * Mean ADHD-RS total scores for adults receiving
been systematically evaluated in controlled trials. As with other o/2

psychostimulants indicated for ADHD, there is a potential for ADDERALL XR 20 mg decreased by 41%
exacerbating motor and phonic tics and Tourette’s syndrome. A . .
side effect seen with the amphetamine class is psychosis. Caution * Clinical data in adults demonstrate that ADDERALL XR

also should be exercised in patients with a history of psychosis.

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

MAO inhibitors. ADDERALL XR should be prescribed with close
physician supervision.
Please see references and Brief Summary of Prescribing Information on ONE DOSE DAILY

adjacent page.

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

is generally well tolerated’

* Extended-release formulation may increase the potential

www.ADDERALLXR.com 5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES
www.ADHDSupport.com (Mixed Salts of a Single-Entity Amphetamine Product)
Shire US Inc. Dextroamphetamine Sulfate Dextroamphetamine Saccharate

...your ADHD support company™ £h' Amphetamine Aspartate Monohydrate  Amphetamine Sulfate
1-800-828-2088 Ire

©2006 Shire US Inc., Wayne, Pennsylvania 19087 AJl67 02/06 Reach new hei g hts



FDA

continued from page 1

sciences at Wake Forest University School
of Medicine, told fellow committee mem-
bers they were especially concerned about
the recent sharp increase in prescriptions
to adults. If the drugs are associated with
rare cardiovascular adverse events, Nissen
and Furberg reasoned, the danger would
be more marked in adults in whom the in-
cidence of underlying heart disease is sig-
nificantly higher than in children.

APA President Steven Sharfstein, M.D.,
however, characterized that stance as “un-
supported by clear evidence at this time.” In
a statement released the evening of the ad-
visory panel meeting, APA expressed con-
cern about the process by which the FDA
panel, charged with recommending how to
study potential adverse events, instead
“abruptly recommended” that the agency
issue new black-box warnings.

In the APA statement, Sharfstein said,
“FDA is to be commended for responding

to reports about possible increased risk of
hypertension, heart attacks, and strokes as-
sociated with the use of these medications
by embarking on such a detailed study.” He
emphasized, however, that the FDA panel
“took action that even some panel mem-
bers acknowledged was beyond the scope
of their mission.”

APA, Sharfstein said, believes any reg-
ulatory actions the FDA takes “should be
based on scientific evidence and the wel-
fare of patients who currently use the med-
ications.”

It was FDA data on utilization that
seemed to fuel Nissen’s arguments. FDA
staff medical reviewer Andrew Mossholder,
M.D., had noted that FDA data estimate
that about 2.5 million children and 1.5 mil-
lion adults are now taking stimulant med-
ications during any 30-day period, pre-
sumably mostly for ADHD.

“When you have that kind of exposure
to drugs that are suspicious, it creates a
major public health concern,” Nissen said.
Nissen said the committee should consider
not just potential signals of risk, but also

much broader issues including the effects
of pharmaceutical industry marketing and
direct-to-consumer advertising that have
fueled the significant increase in stimulant
prescriptions.

Concerns over the efficacy and safety
of medications to treat ADHD, as well as
questions about the validity of the disor-
der itself, have been around for many
years. Yet last summer a different FDA
advisory panel studied postmarketing ad-
verse-event reports for some ADHD med-
ications and noted what it described as a
“concerning trend.” That panel, the Pe-
diatric Advisory Committee, will revisit
that discussion at another meeting later
this month.

At the February 9 meeting, FDA staff
medical reviewer Kate Gelperin, M.D., told
advisory panel members that between 1992
and 2004, the agency’s MedWatch adverse-
event reporting system logged 27 reports
of deaths of children younger than 18 and
12 reports of deaths of adults that the
agency had determined were “possibly
linked” to ADHD medications. Most re-

References: |. Faraone SV, Biederman J. A controlled study of functional impairments in 500 ADHD adults. Presented at: | 57th Annual Meeting of the American Psychiatric Association; May 5,2004;
New York, NY. 2. Data on file, Shire US Inc.,2006. 3. ADDERALL XR® [package insert], Shire US Inc., 2005. 4. Claxton A, Cramer J, Pierce C. A systematic review of the association between dose

regimens and medication compliance. Clin Ther. 2001;23:1296-1310.

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

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

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

INDICATIONS

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

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

Advanced arteriosclerosis, symptomatic cardiovascular disease, moderate to severe hypertension, hyperthyroidism, known

individuals experiencing adverse events without first grouping similar types of events into a smaller number of standardized
event categories. In the tables and listings that follow, COSTART terminology has been used to classify reported adverse events.
The stated frequencies of adverse events represent the proportion of individuals who experienced, at least once, a treatment-
emergent adverse event of the 1ype listed.

Adverse events of In two placebo-controlled studies of up to 5 weeks duration
among children with ADHD 24% (10/425) of ADDERALL XRe treated patients discontinued due to_adverse events
(including 3 patients with loss of appetite, one of whom also reported insomnia) compared to 2.7% (7/259) receiving
placebo. The most frequent adverse events associated with discontinuation of ADDERALL XRe in controlled and uncontrolled,
multiple-dose clinical trials of pediatric patients (N=595) are presented below. Over half of these patients were exposed to
ADDERALL XRe for 12 months or more.
Adverse event

% of pediatric patients discontinuing (n=595

Anorexia (loss of appetite) 29
Insomnia 15
Weight loss 12
Emotional lability 1.0
Depression 0.7

In a separate placebo-controlled 4-week study in adolescents with ADHD, eight patients (3.4%) discontinued treatment due to adverse
events among ADDERALL XRe- treated patients (N=233). Three pallents discontinued due to

or to the sy amines,
Ag\tated states.
Patients with a history of drug abuse.
During or within 14 days following the administration of monoamine oxidase inhibitors
(hypertensive crises may result).
WARNINGS

ONE DOSE DAILY‘ each for h

insomnia and one patient each for motor tics, light: and anxiety.
In one placebo-controlled 4-week study among adults with ADHD, patients who discontinued
treatment due to adverse events among ADDERALL XRe-treated panems (N=191) were 3.1%
(n=6) for nervousness |nc|udmg anxiety and |rr|tab|||ty 2.6% (n=5) for insomnia, 1% (n=2)
.5% (n=1) each for ALT increase, agita-

o) tion, chest pain, cocaine cravmg elevated blood pressure and weight loss.
Psychosis: Clinical experience suggests that, in psychotic patients, administration of H Adverse events occurring in a controlled trial: Adverse events reported in a 3-week clinical
amphetamine may exacerbate symptoms of behavior disturbance and thought disorder. trial of pediatric patients and a 4-week clinical trial in adolescents and adults, respectively,

Long-Term Suppression of Growth: Data are inadequate to determine whether chronic use of

stimulants in children, including amphetamine, may be causally associated with suppression | 5 mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES
of growth. Therefore, growth should be monitored during treatment, and patients who are not (M|xed Sallts of a Single-| Enmy Amphetamine Product)

growing or gaining weight as expected should have their treatment interrupted. e Sulfate

treated with ADDERALL XRe or placebo are presented in the tables below.

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
\etamine Saccharate

Sudden Death and Pre-existing Structural Cardiac Abnormalities: Sudden death has been

Amphelamlne Aspartate Monohydrale rAmphetamme Sulfate

factors differ from those which prevailed in the clinical trials. Similarly, the cited frequencies
cannot be compared with hgures oblamed from other clinical investigations involving different

reported in association with amphetamine treatment at usual doses in children with
structural cardiac abnormalities. Adderall XRe generally should not be used in children, adolescents, or adults with
structural cardiac abnormalities.

PRECAUTIONS

General: The least amcunt of amphetamine feasible should be prescribed or dispensed at one time in order to minimize the
possibility of overdos:

Hypertension: Cautmn |s to be exercised in prescribing amphetamines for patients with even mild hypertension (see
CONTRAINDICATIONS). Blood pressure and pulse should be monitored at appropriate intervals in patients taking ADDERALL
XRe, especially patients with hypertension.

Sustained increases in blood pressure should be treated with dose reduction and/or appropriate medication.

In a controlled 4-week outpatient clinical study of adolescents with ADHD, isolated systolic blood pressure elevations >15
mmHg were observed in 7/64 (11%) placebo-treated patients and 7/100 (7%) patients receiving ADDERALL XR® 10 or 20
mg. Isolated elevations in diastolic blood pressure > 8 mmHg were observed in 16/64 (25%) placebo-treated patients and
22/100 (22%) ADDERALL XRe-treated patients. Similar results were observed at higher doses.

In a single-dose phar study in 23 isolated increases in systolic blood pressure (above the upper 95%
Cl for age, gender and stature) were observed in 2/17 (12%) and 8/23 (35%), subjects administered 10 mg and 20 mg
ADDERALL XRe, respectively. Higher single doses were associated with a greater increase in systolic blood pressure. All
increases were transient, appeared maximal at 2 to 4 hours post dose and not associated with symptoms.

Tics: Amphetamines have been reported to exacerbate motor and phonic tics and Tourette’s syndrome. Therefore, clinical
evaluation for tics and Tourette’s syndrome in children and their families should precede use of stimulant

and i The cited figures, however, do provide the prescribing
physician with some basis for estimating the re\anve conmbmlon of drug and non-drug factors to the adverse event incidence
rate in the population studied.
Table 1 Adverse Events Reported by More Than 1% of Pediatric Patients Receiving ADDERALL XRe with Higher Incidence
Than on Placebo in a 584 Patient Clinical Stud

Effects on Weight: have been with decreased appetite. Absolute weight increases in treated
children over time, but the increases are smaller than expected based on CDC normative values. These reductions in expected
weight attenuate over time and are greatest in the heaviest children. In lhe controlled trial in adolescents, mean weight change
from baseline within the initial 4 weeks of therapy was -1.1 Ibs. and —2.8 Ibs., respectively, for patients receiving 10 mg and
20 mg ADDERALL XRe. Higher doses were associated with greater weight l0ss within the initial 4 weeks of treatment.
Information for Patients: Amphetamines may impair the ability of the patient to engage in potentially hazardous activities such
as operating machmery or vehicles; the patient should therefore be cautioned accordingly.

Drug agenrs—Gu troi idifying agents reserpine, glutamic acid HCI,
ascorbic acid, etc.) lower absurpuun of amphetamines.
Urinary fying agents—These agents ium chloride, sodium acid phosphate, etc.) increase the concentration of

the mmzed species of the amphetamine molecule, thereby increasing urinary excretion. Both groups of agents lower blood
levels and efficacy of amphetamines.

Adrenergic blockers—Adrenergic blockers are inhibited by amphetamines.

Alkalinizing agents—Gastrointestinal alkalinizing agents (sodium bicarbonate, etc.) increase absorption of amphetamines.
Co-administration of ADDERALL XRe and gastrointestinal alkalinizing agents, such as antacids, should be avoided. Urinary
alkalinizing agents (acetazolamide, some thiazides) increase the concentration of the non-ionized species of the amphetamine
molecule, thereby decreasing urinary excretion. Both groups of agents increase blood levels and therefore potentiate the
actions of amphetammes

may enhance the activity of tricyclic antidepressants or sympathomimetic agents;

d- amphelamme wnh desmramme or protriptyline and possibly other tricyclics cause striking and sustained increases in the
of in the braln effects can be potentiated.

MAQO i MAOI i , as well a of This

slowing potentiates amphetammes mcreasmg 1h5|r effect on the release of and other fr

adrenergic nerve endmgs this can cause headaches and other signs of hypertensive crisis. A variety of toxic neurological

Body System Preferred Term ADDERALL XRe Placebo
(n=374) (n=210)
General Abdominal Pain (stomachache) 14% 10%
Accidental Injury 3% 2%
Asthenia (fatigue) 2% 0%
Fever 5% 2%
Infection 4% 2%
Viral Infection 2% 0%
Digestive Loss of Appetite 22% 2%
System Diarrhea 2% 1%
Dyspepsia 2% 1%
Nausea 5% 3%
Vomiting % 4%
Nervous System Dizziness 2% 0%
Emotional Lability 9% 2%
Insomnia 17% 2%
Nervousness 6% 2%
Metabolic/Nutritional Weight Loss 4% 0%

Table 2 Adverse Events Reported by 5% or more of Adolescents Weighing < 75 kg/165 Ibs Receiving ADDERALL XRe with
Higher Incidence Than Placebo in a 287 Patient Clinical Forced Weekly-Dose Titration Study*

Body System Preferred Term ADDERALL XRe Placebo
(n=233) (n=54)
General Abdominal Pain 1% 2%
Digestive System Loss of Appetite 36% 2%
Nervous System Insomnia 12% 4%
Nervousness 6% 6%
Metabolic/Nutritional Weight Loss ® 9% 0%

* Appears the same due to rounding

* Dose-related adverse events

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

*Included doses up to 40 mg

Table 3 Adverse Events Reported by 5% or More of Adults Receiving ADDERALL XR® with Higher Incidence Than on

effects and perpy can occur, sometimes with fatal results. h . H e b
- may the sedative effect of antihistamines. Placebo in a 255 Patient Clinical Forced Weekly-Dose Titration Stud
Antihyp may the hyp effects of antihypertensives. Body System Preferred Term ADDERALL XR® Placebo
Chlorpromazme—chlorprumazme blocks dopamine and norepinephrine receptors, thus inhibiting the central stimulant (n=191) (n=64)
effects of amphetamines, and can be used to treat amphetamine poisoning. " " "
Ethosuximide—Amphetamines may delay intestinal absorption of ethosuximide. General Asthenia 6% 5%
Haloperidol—Haloperidol blocks dopamine receptors, thus inhibiting the central stimulant effects of Headache 26% 13%
Lithium carbonate—The anorectic and stimulatory effects of amphetamines may be inhibited by lithium carbonate. Digestive System Loss of Appeme 33% 3%
the analgesic effect of meperidine. Diarrh 6% 0%
Methenamine therapy—Urinary excretion of amphetamines is increased, and efficacy is reduced, by acidifying agents used Dry Moulh 35% 5%
in methenamine therapy. Nausea 8% 3%
enhance the ic effect of norepinephrine. Nervous System Agitation 8% 5%
Phenobarbita—Amphetamines may delay intestinal absorption of phenobarbital; co-administration of phenobarbital may Anxiety 8% 5%
produce a synergistic anticonvulsant action. Dizziness 7% 0%
Phentytamt—Ampr;elartmnes may delay intestinal absorption of phenytoin; ct inistration of phenytoin may produce a syn- Insomnia 27% 13%
ergls ic anticonvulsant action. i o 0
n cases of p h ) CNS stimulation is and fatal Isions can oceur. &arldll?vla'sc'llllalrlls. slelm Ec—h%rda 161@ gé"
Veratrum alkaloid inhibit the hyp effect of veratrum alkaloids. etabolic/Nutritiona eight Loss _ o u
Drug/L y Test i ines can cause a significant elevation in plasma corticosteroid levels. This Urogenital System Urinary Tract Infection 5% 0%

increase is greatest in the evening. Amphetamines may interfere with urinary steroid determinations.

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

Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release) (d- to |- ratio of 3:1), did not adversely affect
fertility or early embryonic development in the rat at doses of up to 20 mg/kg/day (approximately 5 times the maximum
recommended human dose of 30 mg/day on a mg/m? body surface area basis).

Pregnancy: Pregnancy Category C. Amphetamine, in the enantiomer ratio present in ADDERALL® (d- to I- ratio of 3:1), had no
apparent effects on embryofetal morphological development or survival when orally administered to pregnant rats and rabbits
throughout the period of organogenesis at doses of up to 6 and 16 mg/kg/day, respectively. These doses are approximately 1.5
and 8 times, the human dose of 30 mg/day [child] on a mg/m2 body surface area basis.
Fetal malformations and death have been reported in mice following p of d ine doses of 50
mg/kg/day (approximately 6 times that of a human dose of 30 mg/day [child] on a mg/m? basis) or greater to pregnant
animals. Administration of these doses was also associated with severe maternal toxicity.

A number of studies in rodents indicate that prenatal or early postnatal exposure to amphetamine (d- or d,I-), at doses similar
to those used clinically, can result in long-term neurochemical and Reported joral effects include
learning and memory deficits, altered locomotor activity, and changes in sexual function.

There are no adequate and well-controlled studies in pregnant women. There has been one report of severe congenital bony
deformity, tracheo-esophageal fistula, and anal atresia (vater association) in a baby born to a woman who took dextroamphet-
amine sulfate with lovastatin during the first trimester of pregnancy. Amphetamines should be used during pregnancy only if
the potential benefit justifies the potential risk to the fetus.

Nonteratogenic Effects: Infants born to mothers dependent on amphetamines have an increased risk of premature delivery
and low birth weight. Also, these infants may experience sympt f by dysphoria, including
agitation, and significant lassitude.

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

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

Use in Children Under Six Years of Age: Effects of ADDERALL XR® in 3-5 year olds have not been studied. Long-term effects
of amphetamines in children have not been well I ines are not for use in children under
3 years of age.

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

ADVERSE EVENTS

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

Adverse events during exposure were obtained primarily by general inquiry and recorded by clinical investigators using
terminology of their own choosing. Consequently, it is not possible to provide a meaningful estimate of the proportion of
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Note: The following events did not meet the criterion for inclusion in Table 3 but were reported by 2% to 4% of adult patients
receiving ADDERALL XR® with a higher incidence than patients receiving placebo in this study: infection, photosensitivity
reaction, constipation, tooth disorder, emotional lability, libido decreased, somnolence, speech dlsorder palpitation,
twnchmg dyspnea, sweating, dysmenorrhea and impotence.
*Included doses up to 60 mg.
The following adverse reactions have been associated with amphetamine use:
Cardiovascular: Palpitations, tachycardia, elevation of blood pressure, sudden death, myocardial infarction. There have been
isolated reports of car with chronic
Central Nervous System: Psychonc episodes at dizziness, insomnia,
euphoria, dyskinesia, dysphoria, depression, tremor, headache, exacerbatlon of motor and phonic tics and Tourette's
syndrome, seizures, stroke.
Gastrointestinal: Dryness of the mouth, unpleasant taste, diarrhea, constipation, other gastrointestinal disturbances. Anorexia
and weight loss may occur as undesirable effects.
Allergic: Urticaria.
Endocrine: Impotence, changes in libido.
DRUG ABUSE AND DEPENDENCE
ADDERALL XRe is a Schedule |1 comrolled substance.

have been ly abused. Tolerance, extreme psychological dependence, and severe social disability have
occurred. There are reports of pat\ents who have increased the dosage to many times that recommended. Abrupt cessation
following prolonged high dosage administration results in extreme fatigue and mental depression; changes are also noted on
the sleep EEG. of chronic il with s may include severe dermatoses, marked insomnia,
irritability, hyperactivity, and personality changes. The most severe of chronic i isp often
clinically indistinguishable from schizophrenia.
OVERDOSAGE

at low doses.

Individual patient response to amphetamines varies widely. Toxic p may occur idio
i tremor, hyperreflexia, rapid

Symploms Manifestations of acute overdosage with inclut
panic states, hyperpyrexm and rhabdomyolysis. Fatigue and depression
usuaIIy follow the central nervous system stimulation. Cardiovascular effects include arrhythmias, hypertension or
hypotension and circulatory collapse. Gastrointestinal symptoms include nausea, vomiting, diarrhea, and abdominal cramps.
Fatal poisoning is usually preceded by convulsions and coma.

Treatment: Consult with a Certified Poison Control Center for up to date guidance and advice. Management of acute amphetamine
intoxication is largely symptomatic and includes gastric lavage, administration of activated charcoal, administration of a cathartic

and sedation. Experience with hemodialysis or peritoneal dialysis is to permit r in this regard.
Acidification of the urine increases amphetamine excretion, but it is believed to mcrease nsk of acute renal failure if myoglobmuna
is present. If acute severe hypertension compli on of i has

been suggested. However, a gradual drop in blood pressure will usually result when sufficient sedation has been achieved.
Chlorpromazine antagonizes the central stimulant effects of amphetamines and can be used to treat amphetamine intoxication.
The prolonged release of mixed amphetamine salts from ADDERALL XRe should be considered when treating patients with overdose.
Dispense in a tight, light-resistant container as defined in the USP. Store at 25° C (77° F). Excursions permitted to 15-30° C
(59-86° F) [see USP Controlled Room Temperature].
Manufactured for: Shire US Inc., Wayne, PA 19087 Made in USA For more information call 1-800-828-2088, or visit
gf\?zw.a%deral\x;.]cu©n12.0/(&]DDSEhRALlI]gé‘md ADDERALL XRe are registered in the US Patent and Trademark h

ice. Copyright 5 Shire US Inc. £ ire
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ports involved adults and children with un-
derlying structural heart disease who suf-
fered sudden cardiac death, presumably due
to arrhythmias. Stimulants are known to
increase heart rate as well as blood pressure
and could lower the threshold for cardiac
arrhythmias as well.

Gelperin said those 39 reports were a
subset of the 81 MedWatch reports of
deaths in patients taking at least one stim-
ulant medication. However, she said, most
of the reports involved multiple medica-
tions and other possible causes of deaths
and so were discounted. Gelperin also
warned that the 39 death reports in her
analysis were not definitively tied to an
ADHD medication, but “are simply asso-
ciated.” The FDA received an additional
54 reports of serious, nonfatal, cardiovas-
cular events, Gelperin added, including
reports of heart attacks and strokes in both
children and adults between 1999 and
2003.

Sdill, she said, “the reports were sub-
stantially below background rates” that
would be expected in the general popula-
tion. Gelperin warned, though, that re-
porting to the MedWatch system is noto-
riously incomplete and therefore
assumptions made on MedWatch reports
are inherently inaccurate.

Fellow FDA safety reviewer David Gra-
ham, M.D., noted that the agency would
not have asked the committee to discuss the
adverse-event reports and ways to study
possible associations between ADHD med-
ications and the rare adverse events without
some level of concern within the agency it-
self.

Committee member Arthur Levin,
M.P.H., who is director of the Center for
Medical Consumers in New York City,
noted that patients—and in the case of
children, their parents—have a false sense
of security in assuming that stimulants
are safe.

“For us to sit around and talk about it
and for us to not make a very strong warn-
ing about the uncertainty of these drugs
and their possible risks would be unethi-
cal,” Levin concluded.

Yet it was that very uncertainty that un-
derscored FDA officials’ restraint.

“We still believe that what you tell peo-
ple should reflect the available data, even
if you are a little more inclined to act in
the face of uncertainty,” said Robert Tem-
ple, M.D., director of FDA’s Office of Med-
ical Policy, at a press briefing following the
advisory committee meeting. “We didn’t
find the sudden-death data very persua-
sive.”

Temple added that FDA officials do not
“usually write black boxes about something
that there isn’t some evidence for—some
pretty decent evidence for—but I don’t
think we’ve reached our conclusions about
that yet.”

Temple and FDA’s Thomas Laughren,
M.D., director of the Division of Psychi-
atric Drug Products, said that the agency
will wait until the March 22 meeting of the
Pediatric Advisory Committee before mov-
ing ahead with any new warnings. That
panel of pediatric specialists, Laughren said,
“is going to be enhanced by a number of
child psychiatrists, who have a lot more di-
rect experience in dealing with ADHD.
We believe it’s important for a committee
that has some direct knowledge and expe-
rience with the condition to also weigh in
on this issue.”

The FDA’s briefing materials from the
February 9 meeting of the Drug Safety
and Risk Management Advisory Com-
mittee are posted at <www.fda.gov/
obrms/dockets/ac/06/briefing/2006-4202
_00_TOC.hbtm>.






Important Safety Information for ZYPREXA® (olanzapine)

Increased Mortality in Elderly Patients
with Dementia-Related Psychosis

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

in these patients revealed a risk of death in the drug-
treated patients of between 1.6 to 1.7 times that seen

in placebo-treated patients. Over the course of a typical
10-week controlled trial, the rate of death in drug-treated
patients was about 4.5%, compared to a rate of about
2.6% in the placebo group. Although the causes of death
were varied, most of the deaths appeared to be either
cardiovascular (eg, heart failure, sudden death) or
infectious (eg, pneumonia) in nature. ZYPREXAis not
approved for the treatment of elderly patients with
dementia-related psychosis.

Cerebrovascular adverse events (CVAE), including stroke, in
elderly patients with dementia—Cerebrovascular adverse events
(eg, stroke, transient ischemic attack), including fatalities, were
reported in trials of ZYPREXA in elderly patients with dementia-
related psychosis. In placebo-controlled trials, there was a
significantly higher incidence of CVAE in patients treated with
ZYPREXA compared to patients treated with placebo. ZYPREXA is
not approved for the treatment of elderly patients with dementia-
related psychosis.

Hyperglycemia and diabetes mellitus—Hyperglycemia, in some
cases associated with ketoacidosis, coma, or death, has been
reported in patients treated with atypical antipsychotics including
ZYPREXA. All patients taking atypicals should be monitored for
symptoms of hyperglycemia. Persons with diabetes who are
started on atypicals should be monitored regularly for worsening of
glucose control; those with risk factors for diabetes should undergo
baseline and periodic fasting blood glucose testing. Patients who
develop symptoms of hyperglycemia during treatment should
undergo fasting blood glucose testing.

Neuroleptic malignant syndrome (NMS)—As with all
antipsychotic medications, a rare condition known as NMS has been
reported with olanzapine. If signs and symptoms appear, immediate
discontinuation is recommended.

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

risk of TD. If its signs and symptoms appear, discontinuation should
be considered.

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

Seizures—Occurred infrequently in premarketing clinical trials
(22/2500, 0.9%). ZYPREXA should be used cautiously in patients
with a history of seizures or with conditions that lower the
seizure threshold.

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

Transient, asymptomatic elevations of hepatic transaminase—
In placebo-controlled schizophrenia trials, clinically significant ALT
(SGPT) elevations (=3 times the upper limit of the normal range)
were observed in 2% (6/243) of patients exposed to ZYPREXA
compared to none (0/115) of the placebo patients. None of these
patients developed jaundice. Periodic assessment of transaminases
is recommended in patients with significant hepatic disease.

Special populations, elderly—Esophageal dysmotility and
aspiration have been associated with antipsychotic drug use.
Olanzapine should be used with caution in patients at risk for
aspiration pneumonia. In 5 studies in elderly patients with
dementia-related psychosis, adverse events reported more
commonly with olanzapine than with placebo were falls,
somnolence, peripheral edema, abnormal gait, urinary incontinence,
lethargy, increased weight, asthenia, pyrexia, pneumonia, dry
mouth, and visual hallucinations. Olanzapine should be used with
caution in elderly patients with dementia. Olanzapine is not
approved for treatment of patients with dementia-related psychosis.

Drug interactions—Coadministration of diazepam or ethanol with
ZYPREXA may potentiate orthostatic hypotension. Lower doses of
ZYPREXA should be considered in patients receiving concomitant
therapy with fluvoxamine.

Medication dispensing and prescribing errors have occurred
between ZYPREXA® (olanzapine) and Zyrtec® (cetirizine HCI). These
errors could result in unnecessary adverse events or potential
relapse in patients suffering from schizophrenia or bipolar disorder.
To reduce the potential for dispensing errors, please write
ZYPREXA clearly.

The most common treatment-emergent adverse events
associated with ZYPREXA (vs placebo) in 6-week acute-phase
schizophrenia trials were somnolence (26% vs 15%),

dizziness (11% vs 4%), weight gain (6% vs 1%), personality
disorder (COSTART term for nonaggressive objectionable behavior;
8% vs 4%), constipation (9% vs 3%), akathisia (5% vs 1%), and
postural hypotension (5% vs 2%).

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

ZYPREXA is a registered trademark of Eli Lilly and Company.
Zyrtec is a registered trademark of UCB, SA.
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I have bipolar disorder.

But I won’t let it have me.

If 1 have to fight it the rest of my life,
with the help of my doctor, and my family,
and my friends, I will do it.

Because I am the most important
thing in her world, and being her
mother is the most important
thing in mine.

; R ZYPREXA is approved for the treatment

e of schizophrenia, for acute bipolar mania,
TS and for maintenance treatment in
‘,;;fi-.’ bipolar disorder.

For important safety information, including
boxed warning, see adjacent pages and
Brief Summary of Prescribing Information.



ZYPREXA® (01anzapine Tablets)
ZYPREXA® ZYDIS® (01anzapine Orally Disintegrating Tablets)

ZYPREXA® IntraMuscular (oianzapine for Injection)
Brief Summary: Please consult package insert for complete prescribing information.

WARNING: Increased Mortality in Elderly Patients with Dementia-Related Psychosis—Elderly pallenls with dementia-related psychnsns
treated with atypical antipsychotic drugs are at an increased risk of death compared to f

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

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

CONTRAINDICATIONS: Known hypersensitivity to olanzapine.

WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis—Elderly patients with dementia-related
psychosis treated with atypical antipsychotic drugs are at an increased risk of death compared to placebo. ZYPREXA is not
approved for the treatment of patients with dementia-related psychosis (see BOX WARNING).

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

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

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

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

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

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

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

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

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

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

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

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

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

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

In 5 placebo-controlled studies in elderly patients with dementia-related psychosis (n=1184), these treatment-emergent adverse
events were reported with olanzapine at an incidence of >2% and significantly greater than with placebo: falls, somnolence, peripheral
edema, abnormal gait, urinary incontinence, lethargy, increased weight, asthenia, pyrexia, pneumonia, dry mouth, visual hallucinations.
Discontinuation due to adverse events was significantly greater with olanzapine than placebo (13% vs 7%). Elderly patients with dementia-
related psychosis treated with olanzapine are at an increased risk of death compared to placebo. Olanzapine is not approved for treatment
of patients with dementia-related psychosis. If the prescriber elects to treat this patient population, vigilance should be exercised (see
BOX WARNING and WARNINGS)

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

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

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

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

Activated charcoal (1 g) reduced the Crna and AUC of oral olanzapine by about 60%. Single doses of cimetidine (800 mg) or
aluminum- and magnesium-containing antacids did not affect the oral bioavailability of olanzapine. Carbamazepine (200 mg bid)
causes an approximately 50% increase in the clearance of olanzapine. Higher daily doses of carbamazepine may cause an even greater
increase in olanzapine clearance. Neither ethanol (45 mg/70 kg single dose) nor warfarin (20 mg single dose) had an effect on olanzapine
pharmacokinetics. Fluoxetine at 60 mg (single or multiple doses) causes a small increase in the Cmax 0f olanzapine and a small decrease
in olanzapine clearance; however, the impact of this factor is small in comparison to the overall variability between individuals, and dose
modification is not routinely recommended. Fluvoxamine decreases the clearance of olanzapine; lower doses of olanzapine should
be considered in patients receiving fluvoxamine concomitantly. In vitro data suggest that a clinically significant pharmacokinetic
interaction between olanzapine and valproate is unlikely.

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

Carcinogenesis, Mutagenesis. Impairment of Fertility—The incidence of liver hemangiomas and hemangiosarcomas in female mice
was significantly increased in one carcinogenicity study at 2 times the maximum human daily oral dose (MHDOD) but not in another
study at 2-5 times the MHDOD (mg/m2basis). In this study there was a high incidence of early mortalities in males in the 30/20 mg/kg/d
group. The incidence of mammary gland adenomas and adenocarcinomas was significantly increased in female mice and rats given
olanzapine at 0.5 and 2 times the MHDOD respectively (mg/m? basis). In other studies, serum prolactin measurements of olanzapine
showed elevations up to 4-fold in rats at the same doses used in the carcinogenicity studies. The relevance for human risk of the finding of
prolactin mediated endocrine tumors in rodents is unknown. No evidence of mutagenic potential for olanzapine has been found.

In rats, fertility (females) and mating performance (males and females) were affected at doses 1.5-11 times the MHDOD (mg/m?
basis).l [t)jestrous was prolonged and estrous delayed at 0.6 times the MHDOD (mg/m2basis); therefore, olanzapine may produce a delay
in ovulation.

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

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

Use in Pediatric and Geriatric Patients—Safety and effectiveness in pediatric patients have not been established. In premarketing
clinical trials in patients with schizophrenia, there was no indication of any different tolerability of olanzapine in the elderly compared
to younger patients. Studies in elderly patients with dementia-related psychosis have suggested there may be a different tolerability

ZYPREXA® (Olanzapine Tablets)
ZYPREXA® ZYDISe (Olanzapine Orally Disintegrating Tablets)
ZYPREXA® IntraMuscular (Olanzapine for Injection)
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profile in these patients. Elderly patients with dementia-related psychosis treated with olanzapine are at an increased risk of death
compared to placebo. Olanzapine is not approved for treatment of patients with dementia-related psychosis. If the prescriber elects to
treat these patients, vigilance should be exercised. Consider a lower starting dose for any geriatric patient in the presence of factors that
might decrease pharmacokinetic clearance or increase the pharmacodynamic response to olanzapine (see BOX WARNING, WARNINGS,
and PRECAUTIONS).

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

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

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

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

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

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

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

Other Adverse Events—Dose-relatedness of adverse events was assessed using data from a clinical trial involving 3 fixed oral dosage
ranges compared with placebo. The following treatment-emergent events showed a statistically significant trend: asthenia, dry mouth,
nausea, somnolence, tremor.

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

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

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

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

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

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

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

Postintroduction Reports—Reported since market introduction and temporally (not necessarily causally) related to olanzapine
therapy: allergic reaction (eg, anaphylactoid reaction, angioedema, pruritus or urticaria), diabetic coma, pancreatitis, priapism,
rhabdomyolysis, and venous thromboembolic events (including pulmonary embolism and deep venous thrombosis). Random
cholesterol levels of 2240 mg/dL and random triglyceride levels of >1000 mg/dL have been rarely reported.

DRUG ABUSE AND DEPENDENCE: Olanzapine is not a controlled substance.
ZYPREXA is a registered trademark of Eli Lilly and Company. ZYDIS is a registered trademark of Cardinal Health, Inc. or one of its
subsidiaries.

Literature revised September 30, 2005
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PartD

continued from page 1

* Require the Centers for Medicare and
Medicaid Services (CMS) to report on drug
plan progress in implementing effective
transition policies.

* Request that CMS restate its guidance
to drug plans, directing them to have for-
mularies that allow access to important
classes of drugs (including antipsychotics
and antidepressants) beyond the initial tran-
sition period.

¢ Ask CMS to monitor drug plans’ excep-
tions and appeals process.

* Pass legislation requiring coverage of
drugs for substance abuse and of benzodi-
azepines and barbiturates.

¢ Establish a CMS advisory board to iden-
tify persistent short-term problems and
long-term correctives.

Meanwhile, the pervasive problems with
the Part D rollout have been the subject of
reports in the popular press, but there are
no formal data on how the program is ac-
tually affecting patients and clinicians. For
that reason, the American Psychiatric In-
stitute for Research and Education (APIRE)
is undertaking a large, national study to as-
sess issues around continuity of care for in-
dividuals with mental illness receiving med-
ications under the new program (see article
below).

“Medicare Part D is the single most sig-
nificant mental health policy initiative to
have been undertaken in the last decade,”
said Darrel Regier, M.D., M.P.H., director
of APIRE and APA’s Division of Research.
“We think it would be extremely helpful to
have a sense of how this is actually impact-
ing our patients and practitioners. The only

way of systematically assessing the strengths
and weaknesses of the new program is a sur-
vey that would get a representative sample
of the experiences our patients are having.”

Utilization Review Causing Problems

Clinically inappropriate utilization re-
view (UR) requirements by prescription
drug plans (PDPs) appear to be the most
pervasive—but by no means the only—
complaint. In some cases, it appears that
UR requirements have been backed up by
CMS in defiance of the agency’s stated tran-
sition policies requiring continuity of med-
ications for people moving from Medicaid
into the new program.

Muszynski described the case of one cli-
nician seeking prior authorization to pre-
scribe Zyprexa for a patient previously sta-
bilized on that drug. The clinician was told
by a physician reviewer to treat the patient
with Clozaril—despite the potential prob-
lems associated with that drug and the re-
quirements for regular blood testing.

“In some cases it appears that CMS is just
not serious about its own transition policies,”
Muszynski said. “Another serious concern
we are having is that the exceptions and ap-
peals process is one sided and in disarray.”

In many parts of the country, states have
stepped in to assume the costs of prescrip-
tion drugs for dual eligibles who have not
been able to receive necessary medications
in a timely fashion (Psychiatric News, Feb-
ruary 3).

That appears to have provided at least
temporary relief for what Massachusetts
psychiatrist Andrea Stone, M.D., had de-
scribed as “pandemonium” in the first weeks
of January. But she told Psychiatric News that
problems persist, and some are likely to
recur since states are providing only tem-
porary coverage.

“When Mass Health stepped in [to as-

sume costs of medications for beneficiaries
unable to receive them] there was an im-
mediate improvement in the overall situa-
tion,” she said. “At this point most people
are getting their medications through their
Medicare plans, but sporadic problems exist.
A patient was told by her insurer that all of
her medications would require prior au-
thorization. In fact, none did. Another pa-
tient cannot get her ID number, which
means she can’t get her meds. She was on
the telephone for three hours one Friday
without resolution of the problem, Stone
noted.

Some of the actions taken by PDPs have
bordered on the bizarre. Stone reported a
denial for medication in which the patient
was asked to provide two unique peer-re-
viewed journal articles to support the re-
quest.

“This is a patient who has been taking
the refused medication for at least eight
years and is in the best psychiatric shape of
her life,” Stone said. “The letter said that
she or her representative could appeal, but
did not provide information on how to do
that except to say that it had to be done
within 60 days.”

Some PDPs Ignore Rules

Jeffrey Geller, M.D., director of public
psychiatry at the University of Massachu-
setts Medical School and a treating clini-
cian at the Carson Center, pointed out that
the CMS transition policy, designed to en-
sure that patients who are stabilized on a
particular medication prior to January 1
continue to receive those meds without in-
terruption, has not been adhered to by
PDPs.

“This has not been the case even for oral
medications, much less depot medications,
including antipsychotic and antidepressant
medications,” Geller reported.

APA Undertakes Nationwide Study
Of Medicare Part D Impact

APA will obtain data on how the new Medicare Part D prescription ben-
efit is affecting psychiatric patients in terms of medication-manage-
ment issues and their impact on patients’ ilinesses.

PA wants to get hard data on what
Aso far have been anecdotal reports

about the Medicare prescription drug
program’s tumultuous beginning.

The American Psychiatric Institute on
Research and Education (APIRE) is un-
dertaking a national survey of psychiatrists
to assess problems with continuity of care
for psychiatric dual-eligible patients—those
who until January 1 were covered by both
Medicaid and Medicare—in the new Part D
prescription drug program.

APIRE is also undertaking a parallel, 10-
state study of medication access and conti-
nuity for psychiatric patients with only
Medicaid insurance.

The overall goal is to monitor psychia-
trists’ practices with respect to the psy-
chopharmacologic management of Medic-
aid and dual-eligible Medicaid and
Medicare patients with mental and addic-
tive illnesses, including:

¢ Assessing access to medications and the
extent of disruptions in medication conti-
nuity,

¢ Characterizing adverse consequences that
may result from unintended medication dis-
ruptions (e.g., symptom relapse or exacer-
bation, hospitalizations, increased func-
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tional impairment, homelessness, and in-
jury to self or others),

¢ Evaluating the administrative function-
ing and requirements of the new programs
for clinicians and their staffs,

¢ Identifying specific prescription drug
plans (PDPs) or management mechanisms
that appear to be functioning well or poorly
to inform the development and implemen-
tation of future Medicare Part D PDPs.

“The transition to Medicare Part D has
been quite rocky,” said APA President
Steven Sharfstein, M.D. “We need to know
what the impact is on our patients’ access to
essential treatment. This study will help see
to what extent disruptions in care have led
to poor outcomes for our patients. “

"The survey will be an observational eval-
uation tracking patient and clinician expe-
riences with medication continuity and ac-
cess, throughout the implementation of
Medicare Part D. Data collection will con-
sist of three cross-sectional assessments con-
ducted during the first nine months of
Medicare Part D to capture effects of pos-
sible changes in PDP practices over time.

Key design issues of the Medicaid and
Medicare PDPs in different states or re-
gions will be assessed over time. This would

include examining the relationship between
medication continuity and key plan fea-
tures such as preferred drug/formulary lists,
prior authorization, “step therapy” or “fail-
first” protocols, other management proto-
cols such as automatically switching to
generics, prohibiting benzodiazepines and
off-label use of medications, dosing or num-
ber of medication limits, or time limits on
transitioning patients to new medications.

The study focuses on two primary
groups: dual-eligible patients and patients
with Medicaid only. Some key patient out-
come indicators include

* Rates of problems accessing specific med-
ications for new and continuing patients,
including access to refills and “emergency”
supplies, benzodiazepines, and off-label
uses of medications,

* Rates of clinically undesired medication
switches or discontinuations,

* Rates of symptom relapse or exacerbation,
¢ Rates of hospitalizations, emergency
room visits, and crisis mental health care,
* Rates of injury to self or others,

* Changes in housing status,

* Changes in work and social functioning,
* Changes in medication adherence and
side effects.

Some key psychiatrist/practice outcome
indicators would include administrative
time spent by clinicians and their office staff
in facilitating transition to the new
Medicare Part D PDP plans and specific
PDP prescription management and pro-
gram administration features and their per-
ceived impact—both positive and nega-
tive—on medication continuity and quality
of care. W

Moreover, every company has a differ-
ent form for prior authorization, requiring
significant paperwork from clinicians, yet
none appears to allow for the override of a
denial on the basis of prior stabilization.
“Not one of the forms indicates prior sta-
bilization on the medication will justify an
override,” he said.

In Pennsylvania, problems of enrollment
in the new program, stemming from inad-
equate communication, continue to plague
continuity of care.

“We weren’t clear what PDPs were
going to be operating in Pennsylvania until
very late in the game,” psychiatrist Mary
Diamond, M.D., medical director for the
state’s Office of Mental Health and Sub-
stance Abuse, told Psychiatric News. “When
we did finally get the PDPs arranged it was
a great challenge to get our state-hospital
population enrolled. Medicare didn’t real-
ize that our seriously mentally ill patients
couldn’t enroll themselves and didn’t have
the ability to get the right plans.

“My greatest disappointment has been
that many people in the community didn’t
know about these systems,” she said.
“Medicare chose to notify pharmacies
through their national organizations, but
we have a substantial number of independ-
ent pharmacies.”

In Washington, D.C., leaders in both
parties have acknowledged serious prob-
lems with the new Medicare program’s roll
out. But Democratic leaders are calling for
legislative fixes to the problems, while Re-
publicans argue that most of the problems
can be fixed administratively.

The Hill, a Capitol Hill newspaper,
published a number of opinion pieces by
leaders in both parties addressing the
problems in the Medicare prescription
drug program.

“There were some unacceptable prob-
lems, but as the problems are resolved I'm
confident beneficiaries will agree the new
benefit will bring them better health secu-
rity in the long run,” wrote Charles Grass-
ley (R-Iowa), chair of the Senate Finance
Committee, who helped champion passage
of the program.

But Grassley took a swipe at Democrats
calling for new legislation to fix problems
with the program. “Some senators who
aren’t on the [finance] committee—mostly
those with partisan political motives—are
pushing for legislation to change the ben-
efit in the name of fixing the problems. But
the problems so far don’t lend themselves
to a legislative fix. The issues with com-
puter systems and long wait times on phone
lines are better addressed administratively.”

Sen. John Kerry (D-Mass.) was one of
those calling for new legislation in his col-
umn in The Hill.

“In some states, as many as 20 percent
of elderly Medicaid recipients have seen
their coverage denied,” he wrote. “Already
overburdened states are being forced to
pick up the tab for the White House’s in-
competence, to the tune of hundreds of
millions of dollars. Insurance and phar-
maceutical companies are no doubt thrilled
with their profits, but this latest Bush
boondoggle is a real-life nightmare for
state budgets and, worse, for millions of
seniors just looking to fill a needed pre-
scription.”

APA members can contact the Part D
monitoring system by e-mail at partd@
psych.org or by phone at (866) 8§82-6227.
APA is continuing to post information about
the program at <www.mentalbealth
partd.org>. APA’s testimony to the Senate
Comumnittee on Finance on implementation
of the new Medicare drug benefit is posted
at <www.psych.org/members/download.
ofm?file=1013>. A
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You Wouldn't Visit a GP for Neurosurgery
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So Trust Your Career to a Firm that Specializes in Psychiatrists Only

Find out why hundreds of psychiatrists rely on Psychiatrists Only.
We're a national recruitment firm with one simple focus:
matching qualified psychiatrists with the most desirable locum

tenens and permanent job opportunities.

- Nation’s largest selection of positions

+ Physician owned and managed

+ Professional staff with 60 years of combined experience

+ Personal service combined with sophisticated technology

- Adherence to the industry’s highest ethical standards

+ Prompt and Competitive payment for locum tenens physicians,
malpractice coverage with A++ carrier, bonuses for long-term

assignments, assistance with state medical licensure

Member, NAPR and A Charter Member of National Association of Locum Tenens Organizations

Call 1-800-583-2256 and ask for Georgia or Scot
or visit us at www.psyonly.com | Or FAX your CV to 800-838-9843
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ADOLESCENT ADDICTION
PSYCHIATRIST

University of Michigan

The University of Michigan, Department of Psychiatry is seeking a full-time, board-certified
psychiatrist with added qualifications or eligibility in both addiction psychiatry and
adolescent psychiatry to enhance clinical, education/training, and research activities in
its Substance Abuse Section (http://www.med.umich.edu/psych/sub/index.html).
Desirable candidates will qualify for a clinical track faculty position at the Instructor
level or higher, commensurate with level of experience. The candidate should have the
qualifications to assume the roles of Medical Director at a University-run clinical research
and outpatient treatment facility, as well as Director of our ACGME-accredited Addiction
Psychiatry Fellowship Program (two fellows per year). The clinic is a site for ambulatory
detoxification, buprenorphine maintenance, day and evening intensive outpatient
programs, and a variety of targeted therapy groups such as health professionals. The
Section’s Addiction Research Center currently operates a broad spectrum of research
projects ranging from studies of the molecular and behavioral basis for substance use
disorders to the role of spirituality in reducing treatment relapse. Approximately 50% of
time will be dedicated to providing clinical care to adolescent and adult patients with
substance use disorders, including those with co-occurring psychiatric disorders. In
addition, approximately 30% of time will be dedicated to educational development,
administration, and teaching of medical students, residents, and fellows; and 20%
time for clinical research at the treatment site. The University of Michigan offers a
competitive salary commensurate with experience and a full benefits package.
Although there is no formal end date to this posting, candidate applications will start to
be reviewed as of March 1, and the position will be closed when a suitable candidate
has been identified. The University of Michigan is an equal opportunity employer.

Please send letter of interest and C.V. to:

Robert A. Zucker, Ph.D.

Director, Substance Abuse Section
University of Michigan Addiction Research Center
2025 Traverwood, Suite A
Ann Arbor, Ml 48105
Telephone: 734-998-7454
Fax: 734-998-7992
E-mail: zuckerra@med.umich.edu
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COMMUNITY HOSPITALISTS

Work with one of the most prestigious
companies in Northeast Ohio, Community
Hospitalists. We have an immediate opening
for BE/BC Psychiatrist to join a new inpatient
only Psychiatric practice. We offer a competi-
tive compensation package,dependable salary
and paid malpractice!

The opportunity to practice inpatient
psychiatry without the hassles of managing an
outpatient office provides physicians with a
quality of life that is often not possible in the
traditional practice setting.

For more information contact Amanda at (440)
542-5025 or acampbell@hospitalistinfo.com

UniversityHospitals
HealthSystem

EH CASE

CASE WESTERN RESERVE UNIVERSITY

In Pursuit of
Excellence...

CHILD & ADOLESCENT PSYCHIATRIST
Division of Child & Adolescent Psychiatry
University Hospitals of Cleveland/Case School of Medicine

Open rank f_acult¥ positions are now available within a growing,
vibrant section of child and adolescent psychiatry. A significant
portion of the successful applicant’s efforts will be dedicated to
serving as a co-investigator on externally funded research studies.
Protocols currently include treatment and phenomenological
studies in youths with mood, psychotic, disruptive behavior, and
pervasive developmental disorders. This is an excellent, unique
opportunity for an academically minded professional. Salary
and academic rank_are highly competitive and commensurate
with qualifications. Please send |n%umes to: Robert L. Findling,
MD, Department of Psychiatry, 11100 Euclid Avenue, Cleveland,
OH 44106. Fax inquiries to 216-844-5883 or Email Robert.
Findling@uhhs.com.

ABOUT THE DEPARTMENT OF PSYCHIATRY

The Department of Psychiatry is located near the southern shore
of Lake Erie where the University district includes the affordable
and historic neighborhoods of Shaker Heights, University Heights,
and Cleveland Heights, an outstanding public school system, a
world class orchestra, and abundant recreational activifies. Uni-

versity Hospitals of Cleveland and Case Western Reserve are

Affirmative Action/Equal Opportunity Employers. Women and mi-

norities are stron;;l?/f,encouraged to apply. The University is an
affi

equal-opportunity/affirmative action employer. Visit us on the web
at www.case.edu/med/psychiatry.
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(", , , aDynamic Psychiatric Practice

Hospital
Assistant Unit Chief

Senior Speciality Program Inpatient Service

Butler Hospital, Providence, R, is seeking a full-time Psychiatrist to
serve as Assistant Unit Chief, Senior Specialty Program Inpatient
Service. Must be an M.D. and board-certified in general psychiatry
with additional qualification in geriatric psychiatry. Must have success-
fully completed residency training in general psychiatry and fellowship
training in geriatric psychiatry in accredited programs. The candidate
should be experienced in inpatient and outpatient geriatric psychiatry,
and should have a record of relevant teaching and clinical supervision.
Formal research training at the fellowship level is strongly desired, as
well as experience and interest in psychosocial and clinical trials
research in the fields of geriatric psychiatry and caregiver mental
health. Candidate must be eligible for academic appointment at Brown
University at the Instructor level, Teaching or Research Scholar Track,
and must demonstrate potential in clinical research and scholarly
productivity.

Review of applicants will begin immediately and will continue
until the position is filled or the search

is closed. Send letter and CV to: ﬁ
Lawrence H. Price, M.D., Professor
of Psychiatry and Human Behavior, L
Butler Hospital, 345 Blackstone Blvd., LA
Providence, Rl 02906

. . A Care
For more information, New England Hospital
visit our website at
www.butler.org We touch your life
EQUAL OPPORTUNITY EMPLOYER like no one else.

St. John’s Clinic is seeking energetic board certified/eligible
Adult Psychiatrists to join their well-established, busy
Psychiatry Department, in lovely Springfield, Missouri. Inpatient
and outpatient practice with large referral base. Enjoy call of 1:4.
The inpatient unit is conveniently located close to the physician
office building. The department is part of St. John’s Clinic, a
progressive and growing multi-specialty clinic of 470+ physicians
in an integrated health care delivery system. For more informa-
tion about St. John'’s Health System, please Vvisit
www.stjohns.com. St. John's was recently ranked #1 in patient
satisfaction by Press Ganey.

Position offers a competitive salary guarantee. In addition, there
is bonus potential and a full array of benefits including health,
dental, vision, life and disability insurance, malpractice, CME,
vacation, retirement, and relocation.

SPRINGFIELD, MISSOURI, (pop. 200,000) is a growing,
sophisticated community. It is home to Missouri’s second largest
university and a regional home to the arts (symphony, ballet, and
theater) and NCAA and semi-professional sports teams
(football, basketball, baseball, and hockey). Employment Review
has named Springfield one of the 10 “Best Places to Live and
Work” in the U.S. For more information about Springfield, go to
www.springfieldmo.org.

For more information, contact:

Angie Farris, Director
St. John's Clinic
1965 S. Fremont, Suite 320
Springfield, MO 65804
Phone: (877) 880-6650
Fax: (888) 290-8300
afarris@sprg.mercy.net

Heartland Health, a sophisticated, independent
healthcare system based in St. Joseph, MO, is seeking a
licensed, BC/BQ psychiatrist to help build an acute, short-
term care practice in our new 24-bed Mental Health Unit.
Opportunities are available to provide in-patient, out-
patient and consulting services. This hospital-paid position
offers a comprehensive benefits package and a dynamic
atmosphere in which to practice.

Heartland Regional Medical Center is a 350-bed
acute care facility serving a regional population of 300,000
in NW Missouri and NE Kansas. It ranks third in
admissions in the Kansas City area and is a multi-time
recipient of the HealthGrades Distinguished Hospital
Award for Clinical Excellence. The award places
Heartland among the top 3% of hospitals in the nation.

St. Joseph is a friendly, welcoming community of
75,000 with an excellent school system and low cost of
living. Recreational activities abound with three golf
courses, numerous tennis and health clubs, 11 museums
and access to scores of hunting, fishing and camping
areas. Enjoy small town charm with an international
airport, metropolitan amenities, and the mental health
facilities of UMKC within an hour of the hospital.

Explore the Possibilities...

To learn more, contact Pam Klaus
Medical Staff Development Coordinator
Phone: 800-455-2485 < Fax: 816-271-7750
pam.klaus@heartland-health.com
Heartland Health An Equal Opportunity Employer

e R www.heartland-health.com

UniversityHospitals
HealthSystem

In Pursuit of
Excellence... FCase

CASE WESTERN RESERVE UNIVERSITY

Associate Director, Bipolar Disorders Research Center
Department of Psychiatry
University Hospitals of Cleveland/Case School of Medicine

The Bipolar Disorders Research Center at Case Western
Reserve University/University Hospitals of Cleveland (CWRU/
UHC) is inviting applications for the position of Associate Director.
The scientific theme of the Center is interventions and services
research designed to improve clinical outcomes in underserved
populations, including those with rapid cycling, dual diagnosis
presentations, forensic complications, adults and older adults,
and more recently, ‘deployment mental health’. The main goal of
this position is to facilitate the growth of the center through strong
operational oversight of Federally-funded research. Applicants
must have an MD or a PhD and extensive experience with NIMH-
funded research projects. University Hospitals of Cleveland and
Case Western Reserve are Affirmative Action/Equal Opportunity
Employers. Women and minorities are strongly encouraged to

apply.

Interested individuals should forward their CV to Joseph.
Calabrese@uhhs.com or call 216/844-2865.

www.case.edu/med/psychiatry
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GERIATRIC PSYCHIATRIST

Department of Psychiat

University Hospitals of Cleveland/Case School of Medicine

Several open rank, full-time faculty positions in Geropsychiatry are
available in either the tenure or nontenure track at Case Western
Reserve University/University Hospitals Health System. Positions
involve a combination of administrative leadership, teaching,
clinical care, and consultation. Salary support for development of
the faculty members own areas of research leading toindependent
support is available. Please send Inquiries to: Lindsey Dozanti
Faculty Recruitment, Department of Psychiatry, 11100 Euclid
Avenue, Cleveland, OH 44106. Fax inquiries to 216-844-3851 or
Email Lindsey.Dozanti@uhhs.com.

ABOUT THE DEPARTMENT OF PSYCHIATRY

The Department of Psychiatry is located near the southern shore
of Lake Erie where the University district includes the affordable
and historic neighborhoods of Shaker Heights, University Heights,
and Cleveland Heights, an outstanding public school system, a
world class orchestra, and abundant recreational activities. Uni-
versity Hospitals of Cleveland and Case Western Reserve are
Affirmative Action/Equal Opportunity Employers. Women and
minorities are strongly encouraged to apply. The University is
an equal-opportunity/affirmative action employer. Visit us on the
web at www.case.edu/med/psychiatry.

College of Medicine
Sq)’IT &WITE T The Texu?}\&M University System

Health Science Center

Associate Chair
Department of Psychiatry
TEXAS A & M UNIVERSITY SYSTEMS COLLEGE OF MEDICINE
SCOTT & WHITE CLINIC, HOSPITAL, AND HEALTH PLAN
CENTRAL TEXAS VETERANS' HEALTH CARE SYSTEM

Scott & White Clinic and Hospital, and Texas A&M University
Systems Health Science Center College of Medicine, Temple, TX is
seeking a Clinical/Academic psychiatrist to lead, manage, and expand
an established and therapeutic, clinical department as the Associate
Chair of the Department of Psychiatry. Candidates should be
recognized leaders in psychiatry with demonstrated superior clinical,
administrative, and leadership skills. This position involves clinical care
of adults, in both inpatient and outpatient settings, with broad
responsibility for teaching medical students and psychiatry residents.
Interest and experience in teaching is required, and interest in research
is desirable. Teamwork and collegial interactions are emphasized
within the Department and across specialties and departments. Close
working relationships with colleagues in other departments, especially
in primary care regional clinics, are emphasized.

Scott & White Clinic, a 500+ physician directed multi-specialty group
practice, is part of the Scott & White integrated healthcare system
which includes the 465 bed tertiary Scott & White Memorial Hospital,
and the a 185,000 member Scott & White Health Plan. Scott &White is
the primary teaching campus of the Texas A&M University Systems
Health Science Center College of Medicine.

Temple is located 60 miles north of Austin on Interstate 35. The

community is an ideal setting for families, outdoor recreation, with easy
access to major metropolitan areas in Texas. Salary and benefits are
competitive, including 20 days of annual leave and 15 days of CME
leave with a stipend for travel.

For more information, please contact: Paul Golden, Physician
Recruitment, Scott and White Clinic, 2401 S. 31st St., Temple, TX
76508. (800) 725-3627 Fax to 254-724-4974, e-mail
drrpfg@swmail.sw.org Scott & White is an equal opportunity
employer. For more information on Scott & White, please visit our web
site at: www.sw.org. For Texas A&M www.tamhsc.edu

FLORIDA

PSYCHIATRIST NEEDED to work

side by side with other correctional
health care professionals in North
and Central Florida prisons. Great
schedules and excellent State of

Florida benefits.

For further information contact:
Sharon McKinnie, R.N. @
850-922-6645 or

mckinnie.sharon@mail.dc.state.fl.us
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C ) At MDA, that's

MEDICALDOCTOR - @ joromise....
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and we mean it. Saying we
support the physicians we place is
easy...actually being their advocate is
our job. Talk with us and you'll see.

Notes about our quality
distinctions:
B We offer occurrence form
malpractice insurance
Psychiatry locum tenens Single contact service

NCQA certified CVO

MDA is the only Competitive rates

]

|

]
national multi- B Experienced consultants
specialty locum

tenens organization

Feel free to call or click, anytime.

800.780.3500

that offers occurrence
form professional
liability insurance.
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DARTMOUTH MEDICAL SCHOOL

Dartmouth Medical School
Child Psychiatry Section Chief

The Department of Psychiatry is seeking a Professor or Associate
Professor of Psychiatry to lead the Child and Adolescent Psychiatry
Section. The successful candidate will be a board certified child and
adolescent psychiatrist who has demonstrated skills as an academic/
clinical leader.

The Child Section Chief role will include conceptualizing and devel-
oping clinical services, promoting and facilitating research at all clin-
ical sites, and supporting the teaching and training functions of the
section. The Child Section Chief will recruit, mentor, and support
high-quality child-focused faculty members. The Child Section
Chief will work as part of Dartmouth-Hitchcock's children's hospi-
tal (ChaD) to develop a sustainable model of pediatric mental health
services for the region. The ideal candidate will also either be direct-
ly engaged in research or have experience nurturing research in
child psychiatry.

Please send Curriculum vitae and three letters of reference to:

William C. Torrey, M.D., Chair, Search Committee
Dartmouth-Hitchcock Medical Center
Department of Psychiatry,

One Medical Center Drive
Lebanon, NH 03756
e-mail: William.C.Torrey @Dartmouth.EDU
FAX: 603-650-9478

Dartmouth College is an Equal Opportunity/Affirmative Action Employer.

Women and minorities are strongly encouraged to apply.

ASSISTANT PROFESSOR

(or rank commensurate with exp)

INTERNATIONAL CENTER ON RESPONSES TO CATASTROPHES

DEPARTMENT OF PSYCHIATRY

The UIC Department of Psychiatry is seeking a full-time
tenure or non-tenure assistant for an appointment in the
International Center on Responses to Catastrophes (ICORC).
ICORC's primary mission is to promote multidisciplinary
research and scholarship that will contribute to improved
helping efforts for those affected by catastrophes.

Applicants must have a PhD or MD, experience in interna-
tional fieldwork, and in research in writing. We seek a
person committed to an academic career in the field of
catastrophes and global health. Person would be expected
to participate in several existing projects concerning
refugees, migration, and HIV/AIDS prevention, and to
develop and seek funding for new research projects.

Qualified candidates should send a letter of interest and CV
by March 31, 2006 to: Prof. Stevan Weine, MD, ¢/o Ena Casas,
UIC department of Psychiatry (M/C 912), 1601 w. Taylor St,
Room 554, Chicago, IL 60612. or Fax to 312-413-1228.

UIC is and AA/EOE.

POST-DOCTORAL RESEARCH FELLOWSHIP IN CHILD PSYCHIATRY

UNIVERSITY OF PITTSBURGH SCHOOL OF MEDICINE

m David Axelson, M.D. — Bipolar Disorder

m Boris Birmaher, M.D. — Mood & Anxiety Disorders

m David Brent, M.D.— Mood & Anxiety Disorders and Suicidal Behavior
m Oscar Bukstein, M.D., M.P.H. — Adolescent Substance Abuse

m Jack Cornelius, M.D., M.PH. — Alcohol Use Disorders and Depression
m Bernie Devlin, Ph.D. — Psychiatric Genetics

Developmental Disorders
m Walter Kaye, M.D. — Eating Disorders

graduates have received external funding.

Please submit vita and three letters of recommendation to:

A post-doctoral research fellowship position is available in our clinical research program focusing on the following areas: the longitudinal study of the
characteristics, course, risk factors, psychobiology (including functional magnetic resonance imaging) and treatment of childhood/adolescent affective
and anxiety disorders, autism, attention deficit, disruptive disorders and eating disorders.

Our Advanced Center for Interventions and Services Research for Early-Onset Mood and Anxiety Disorders and three program projects (in the
Psychobiology of Affective & Anxiety Disorders, Behavior Genetics of Affective/Anxiety Disorders, and the Neurobiology of Autism) provide the
opportunity to work and study with some of the country's leading clinical researchers. Potential mentors include:

m Ben Handen, Ph.D. — Psychosocial and Pharmacological Treatment of Children with

We seek individuals either with an M.D. who have completed an accredited residency program in general and/or child psychiatry or a Ph.D. in
psychology (clinical /quantitative) from an APA-accredited program with a broad-based intellectual background, evident potential for academic/
psychiatric research, and ability to think creatively. Must have clinical experience in psychiatric inpatient/outpatient and/or pediatric setting,
familiarity with psychiatric nosology and interest in basic or applied research in developmental psychopathology. A high proportion of our

David A. Brent, M.D.

Professor of Psychiatry, Pediatrics and Epidemiology
University of Pittsburgh School of Medicine
Western Psychiatric Institute and Clinic
3811 O'Hara Street, BT 313
Pittsburgh, PA 15213
Email: brentda@upmc.edu
FAX: (412) 246-5344

David Kolko, Ph.D. — Conduct Disorders

Rolf Loeber, Ph.D. — Conduct Disorders

Beatriz Luna, Ph.D. - fMRI

Nancy Minshew, M.D. — Autism

m Brooke Molina, Ph.D. — ADHD

m James Perel, Ph.D. = Psychopharmacology

m Harold Pincus, M.D. — Health Services Research
m Neal Ryan, M.D. — Mood & Anxiety Disorder
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Hippo-crates adyised:
enjoy life and

the practice B
of the art. T

Ve take that to heart.

Even in modern medicine’s earliest days, its founder understood
the importance of balance in the healing arts. Kaiser Permanente
embraces a practice that promotes quality of life both inside and
outside of the office. We handle your administrative concerns,
provide you with a flexible schedule and, most importantly, trust
you to make decisions about your patients’ health.

PSYCHIATRISTS

Southern California

Cross-specialty collaboration and a comprehensive network of
support are just a few of the advantages that make working with
us so enjoyable. We also offer a highly competitive compensation
and benefits package plus a location that's known the world over
for its amazing climate and natural attractions.

For consideration, please forward your CV to: Kaiser Permanente,
Professional Recruitment, 393 East Walnut Street, Pasadena, CA
91188-8013. Phone: (800) 541-7946. Email: Joan.X.Little@kp.org.
We are an AAP/EEO employer.

&3
KAISER PERMANENTE. thrive

Southern California Permanente Medical Group

http://physiciancareers.kp.org

UniversityHospitals
HealthSystem

GdCase

In Pursuit of

Excellence...

HEAD PSYCHOSOMATIC MEDICINE SERVICE PSYCHIATRIST
Department of Psychiatry
University Hospitals of Cleveland/Case School of Medicine

Open rank, full-time faculty position in Psychosomatic Service Psychiatry available in
either the tenure or nontenure track at Case Western Reserve University/University
Hospitals Health System. Position involves a combination of administrative leadership,
teaching, clinical care, and consultation. The development of a fellowship is anticipated.
Salary support for development of the faculty members own areas of research leading
to independent support is available. Please send Inquiries to: Lindsey Dozanti, Faculty
Recruitment, Department of Psychiatry, 11100 Euclid Avenue, Cleveland, OH 44106.
Fax inquiries to 216-844-3851 or Email Lindsey.Dozanti@uhhs.com.

PSYCHOSOMATIC MEDICINE SERVICE PSYCHIATRIST
Department of Psychiatry
University Hospitals of Cleveland/Case School of Medicine

Open rank, full-time faculty position in Psychosomatic Service Psychiatry available in
either the tenure or nontenure track at Case Western Reserve University/University
Hospitals Health System. Position involves a combination of teaching, clinical care,
and consultation. Salary support for development of the faculty members own areas of
research leading to independent support is available. Please send Inquiries to: Lindsey
Dozanti, Faculty Recruitment, Department of Psychiatry, 11100 Euclid Avenue, Cleveland,
OH 44106. Fax inquiries to 216-844-3851 or Email Lindsey.Dozanti@uhhs.com.

ABOUT THE DEPARTMENT OF PSYCHIATRY

The Department of Psychiatry is located near the southern shore of Lake Erie where the
University district includes the affordable and historic neighborhoods of Shaker Heights,
University Heights, and Cleveland Heights, an outstanding public school system, a world

class orchestra, and abundant recreational activities. University Hospitals of Cleveland and
Case Western Reserve are Affirmative Action/Equal Opportunity Employers. Women and
minorities are Strongl(/encouraged to apply. The University is an equal-opportunity/affirma-

tive action employer. Visit us on the web at www.case.edu/med/psychiatry.
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Children’s Service Center of Wyoming
Valley, Inc. (CSC) is seeking to fill the
position of Chief of Psychiatric Services.
This position offers a diverse work
experience, which includes a combination of administrative and
medical duties. Responsibilities include supervision of a team of
four Psychiatrists, PA's, CRNP's, responsibility for physician
peer review, grand rounds and JCAHO compliance. The
director also sits as an active member of the organizations
management/leadership team and provides medical/clinical
updates to the Board of Directors. The medical/clinical duties
may include: medication monitoring/management, psychiatric
evaluations and assessments throughout the community

based programs such as: Outpatient, Residential Programs -
including our new 52-bed Residential Treatment Facility, Partial
Hospitalization, Behavioral Health Rehabilitation Services,
Therapeutic Foster and Host Home Programs and emergency
services. Also, a 100 bed fully accredited Psychiatric hospital is
available within the community.

We offer a competitive salary, excellent benefits, including

27 available compensated days off the first year, 10 paid
holidays, paid licensure expenses, life insurance, dental/health
insurance, malpractice insurance, 401(k) retirement plan and a
wonderful opportunity to be part of a progressive
children/adolescent behavioral health care agency.

A_pp]igants should submit'a‘curriculum Candidates must be board certified
vita with a statement of clinical and S . ;
leadership experience to: eligible in child/ adolescent
Children's Service Center Psychiatry and possess a current
of Wyoming Valley, Inc. license to practice in the
Attn: Search Committee Commonwealth of Pennsylvania.

335 South Franklin Street EOE
Wilkes-Barre, PA 18702

Entering Private Practice
A Handbook for Psychiatrists

Edited by Jeremy A. Lazarus, M.D.

Packed with practical advice from
experts, and based on the editor’s many
years of organizing career seminars for psychiatric
residents, Entering Private Practice: A Handbook for
Psychiatrists offers a comprehensive and systematic approach to
setting out on a career in private practice.

The book details the advantages and disadvantages of private practice,
emphasizing that practitioners must love their work and balance it with
a successful personal life. Highlighted throughout by user-friendly
forms, samples, and checklists—distinguished contributors present
the nuts and bolts of how to find a private practice job, set up a private
practice office (including technology and décor), market a private
practice (internally and externally), navigate the ins and outs of insur-
ance billing and relationships, relate to primary care physicians, steer
clear of legal pitfalls, and handle common ethical problems.

2005° 192 pages*ISBN 1-58562-141-2 * Paperback * $34.95 ¢ ltem #62141

Americ. The First and Last Word in Psychiatry

merlLan. .

Ps,ychlatnc 1000 Wilson Boulevard, Suite 1825
IR Arlington, VA 22209-3901

Phone: 703-907-7322 or 1-800-368-5777, Mon.-Fri., 9 AM 1O 5:30 P™m, ET
Fax: 703-907-1091 | Email: appi@psych.org | Web: www.appi.org

PLEASE REFERENCE PRIORITY CODE AH605 WHEN ORDERING.
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classifieds

CLASSIFIED ADVERTISING

INFORMATION

2006 RATES:

e $22 per line for orders of 1 to 2 insertions

e $20 per line for orders of 3 or more consecutive
insertions, only if your written order specifies a 3
or more consecutive issue run.

e $19 per line for orders of 6 or more insertions,
only if your written order specifies a 6 or more
issue run.

¢ 1 line = approximately 43 characters

e 6 line minimum

e $30 extra for confidential blind box number

o $50 extra for email and web page links

¢ Classified rates are non-commissionable to
agencies

FREE ONLINE ADVERTISING:
Psychiatric News classified ads are posted on
pn.psychiatryonline.org as each issue is

Nalionui

CompHealth Locum Tenens. CompHealth
offers more psychiatric locum tenens opportu-
nities nationwide. Paid travel, lodging, mal-
practice insurance, and more. Work full- or part-
time schedules that best fit your lifestyle. Earn an
income comparable to or better than many per-
manent positions. Finding the right opportuni-
ties for physicians, like you, is something we’ve
perfected over the last 25 years. Call today.
800.328.3041 www.ifoundmore.com/psyn.

CompHealth

COMPREHENSIVE HEALTHCARE BTAFFING

www.PsychiatryJobsOnline.com

User-friendly site with over 200 job listings in
great states like FL, NC, GA, PA, MD, M T, OH,
IL, MA, NY, TX, TN, ML All states represented.
Email updates and customized Searches avail-
able. For Personal Assistance (800) 880-2028
(Psych455)

THE 1ST CHOICE IN
PSYCHIATRIC RECRUITMENT

Visit our website www.fcspsy.com
Over 300 psychiatric searches nationwide.
800-783-9152

LOCUMTENENS.com

www.LocumTenens.com
1-800-562-8663

ANCHORAGE: General Psychiatrist - Out-
patient practice treating psychiatric & chem-
ical dependency issues. No call. Outstanding
compensation potential with salary, benefits &
bonus. Contact Joy Lankswert @ 866-227-
5415 or email joy.lankswert@uhsinc.com

published on the first and third Friday of each
month.

EMAIL AND WEB PAGE LINKS: For an additional $50
your prospects can e-mail a response to your ad in
seconds. A web link transports prospects directly
to your web site in just one click.

LOGOS: Insert a 4-color logo above your ad for $265
per issue or a black-and-white logo for $190 per
issue. Submit logo as 300 dpi TIFF or EPS.

BLIND BOX REPLIES: A blind box address is available
to provide confidentiality to advertisers. Please
address all blind box advertising replies to:

ATTN.: Box P-XXX
Psychiatric News Classifieds
American Psychiatric Publishing Inc.

ARIZONA

PHOENIX - GENERAL ADULT, FORENSIC AND
ADOLESCENT PSYCHIATRISTS

Come to the beautiful and sunny southwest! Ari-
zona State Hospital in Phoenix is recruiting for
full-time board certified/qualified psychiatrists
at our 338 bed JCAHO accredited hospital, in-
cluding 160 beds-adult civil, 162 beds-forensic,
and 16 beds-adolescent.

Phoenix offers a rich variety of cultural, sporting
and recreational opportunities. The state of Ari-
zona offers a diversity of climates and recreational
opportunities all within a few hours of the sixth
largest city in the U.S.

Salary is negotiable with an excellent fringe ben-
efit package and additional compensation for Of-
ficer-of-the-Day duty. Bilingual Spanish appli-
cants are encouraged to apply. Arizona state li-
cense required for process of application. Open
until filled. Apply via e-mail to Jerry L. Dennis,
MD @ dennisj@azdhs.gov.

Arizona State Hospital
2500 East Van Buren Street
Phoenix, Arizona 85008
www.azdhs.gov/azsh

The Arizona Department of Health Services is
an Equal Opportunity Employer and Provides
a Tobacco-Free Campus (hospital patients ex-
cepted).

Assistant Professor, Clinical Psychiatry
University of Arizona (Kino)

The University of Arizona’s Department of Psy-
chiatry is offering a full-time academic appoint-
ment for an Adult Psychiatrist at the Assistant
Professor level to join a progressive and growing
academic department located in the beautiful
southwest. Individual must be Board certified
or eligible in Psychiatry and have current cre-
dentials to practice medicine in the United States.
Incumbent will provide clinical care in an inpa-
tient facility with adult and geriatric populations.
Other duties may include supervising and teach-
ing adult psychiatry residents and medical stu-
dents. Competitive salary and excellent benefits
package offered. For more complete informa-
tion about the position, and to apply, go to
http://www.uacareertrack.com and reference job
#33731. If you have questions, please contact
Lesley Bailey, Assistant to the Head of the De-
partment of Psychiatry, 1501 N. Campbell Ave.,
P. O. Box 245002, Tucson, AZ 85724-5002,
Ibailey@email.arizona.edu or 520-626-8021. Re-
view of applications is ongoing until position is

filled.

The University of Arizona is an EEO/AA
Employer—M/W/D/V.

Maricopa County Government - Correc-
tional Health Services, Department of Psy-
chiatry has immediate full time positions for gen-
eral and forensic psychiatrist(s). Candidates must
be Board Certified or eligible in Psychiatry and
have current credentials to practice in the State
of Arizona. We offer a competitive salary and
excellent benefits package. For more complete
information about the position(s) and to apply,
please visit our web site at www.maricopa.

gov/jobs

1000 Wilson Blvd, Suite 1825
Arlington, Virginia 22209-3901

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

Joel Nepomuceno

Psychiatric News Classifieds
American Psychiatric Publishing Inc.
1000 Wilson Blvd, Suite 1825
Arlington, Virginia 22209-3901

(703) 907-7330 e Fax (703) 907-1093
classads@psych.org

All advertising copy, changes and cancellations
received after the deadline will be placed in the
next available issue. We do not provide proofs of
ads before publication.

UNIVERSITY OF ARIZONA
CAMPUS HEALTH SERVICE
PSYCHIATRIST

Progressive, accredited clinic serving 35,000 grad
and undergrad students looking to fill a 1.00
FTE position in our counseling section with one
full time or two half time psychiatrists. Full time
position covers 8-5 M-F. On-call not req’d.

Min reqs: MD/DO degree from accredited
school of medicine/osteopathic medicine; com-
pleted residency in psychiatry; board cert/ eligi-
ble in psychiatry; current DEA #; will need AZ
St. Bd. of Med. & Osteo Examiners license.

Benefits inc 1 mo vacation; retirement plan;
health, dental & life insurance programs partial
premium paid; tuition reduction for qualified
family members, etc. Salary $96K-$106K

Must apply online citing job #34451 at www.
uacareertrack.com

PSYCHIATRIST

West Yavapai Guidance Clinic, a non-profit
organization with a 40-year history of providing
quality service to the Prescott Arizona area, has
openings for adult and child and adolescent psy-
chiatrists to augment its current staff of five psy-
chiatrists. The clinic is experiencing rapid growth
and presently has 220 employees who provide
inpatient and outpatient behavioral health serv-
ices. We offer a competitive salary, excellent em-
ployer-paid benefits, a 401k plan, generous paid
time off, 10 paid holidays, paid CME days and
allowance, and a relocation and/or hire-on bonus.
Positions eligible for National Health Services
Corp loan and scholarship programs. Prescott,
96 miles north of Phoenix, is Arizona’s quaint
mile-high city bordered by the Prescott National
Forest offering four seasons of mild weather with
year round outdoor activities. Please contact:
Human Resources, 642 Dameron Drive,
Prescott, AZ 86301. Phone: 928-445-5211, Fax:
928-445-6542, e-mail: wygc.org. EOE.

ARKANSAS

LITTLE ROCK: General or Child Psychi-
atrist. Inpatient & Outpatient hospital based
services. Salary & benefits. Fulltime - will con-
sider part time. Reasonable call & caseload.
Contact Joy Lankswert @ 866-227-5415 or
email joy.lankswert@uhsinc.com

CALIFORNIA

Central Galifornia Opportunity of a Lifetime!

Live in a lovely city in Central California with a
growing population of over 100,000 and enjoy
an abundance of cultural and recreational activ-
ities along with affordable housing. There are
two inpatient openings in a hospitalist model at
a 68-bed behavioral health facility. Work with a
team of therapists, social workers, and nurses in
providing consultation, pharmacotherapy, and
psychotherapy to inpatients with diverse cases.
The call coverage is one weekday night per week
and one weekend in every four. Call 1-888-229-
9495 for more information. Send your CV to
Tina Wilkins wilkinstina@earthlink.net or
fax it to 916-482-1154.

DEADLINES: All new advertising copy, changes, and
cancellations must be received in writing by Friday,
2 p.m. (E.T) two weeks prior to publication date.
Publication dates are the first and third Fridays of
every month. Specific deadline dates for upcoming
issues are as follows:

Issue Deadline (Friday, 2 p.m. E.T.)
April 7 March 24
April 21 April 7

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.

UC DAVIS SCHOOL OF MEDICINE
DEPARTMENT OF PSYCHIATRY AND
BEHAVIORAL SCIENCES

Assistant Health Sciences Clinical Professor.
The University of California, Davis, Depart-
ment of Psychiatry and Behavioral Sciences is
recruiting an Assistant Health Sciences Clinical
Professor for the Child Psychiatry Division. The
position is in the clinician/teaching series and
the faculty member will be a teaching attending
in the department’s child psychiatry outpatient
settings and/or inpatient unit to provide clinical
services to patients eligible for care through the
University or through the County of Sacramento.
Third year medical students and child psychia-
try residents rotate through this site; conse-
quently, experience in teaching and supervision
of both groups is highly desirable. The successful
candidate should be licensed in the State of Cal-
ifornia and board certified in general psychiatry
and child and adolescent psychiatry, and have an
interest in psychiatric education and training.

The successful candidate will be able to teach in
formal settings, seminars, and case conferences,
and provide group and individual supervision of
clinical cases. The incumbent will provide clin-
ical teaching for child and general psychiatry res-
idents, psychology fellows and medical students.

For full consideration, applications must be
received by June 30, 2006. Interested can-
didates should email a curriculum vitae and
letter of interest in response to Position
#3830 to Robert Hendren, D.O., Professor of
Psychiatry at rlhendren@ucdavis.edu. In con-
formance with applicable law and University pol-
icy, the University of California, Davis, is an
equal opportunity/affirmative action employer.

bttp:/fwww.ucdme.ucdavis.edu/psychiatry/

PSYCHIATRIST OPPORTUNITY

Merced County Department of Mental Health
offers an excellent opening for BE/BC Gen-
eral/Adult/Child Psychiatrists to join our multi-
disciplinary team offering extensive outpatient,
inpatient, and crisis intervention services. Bilin-
gual/Multicultural background are encouraged to
apply. Competitive salaries from $143,496 -
$174,720 plus full benefits. 5% differental for
Jail sites and Board Certification. 10% differ-
ential for Inpatient. On-Call is optional offer-
ing additional earnings. Contract positions are
also available.

Merced County offers the convenience of being
ideally located within 1-2 hours commute to the
central coast. San Francisco Bay area. Yosemite
National Park, and ski resorts. Merced County
is the site of the 10th UC Campus. FAX CV to
Dr. Daisy Ilano at 209-725-3775 or phone 209-
381-6877.

Increase Visibility - Add a Logo

For just $265 per issue, a 4-color logo
will attract even more prospects to
your print and online ad;
black & white logos cost just $190.

Email your logo to classads@psych.org
as a 300 dpi TIFF or EPS file.
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Bay Psychiatric Associates, a well-established
group in Berkeley, invites psychiatrist colleagues
to work with us. Our congenial group, which is
centered at Alta Bates Summit Medical Center,
provides outstanding care to a mix of public and
private patients. Excellent compensation and
benefits. Three positions are available:

1. Full time or part time career track opportu-
nity combining inpatient and outpatient prac-
tice.

2. Attending patients in the Partial Hospital-
ization Program one or two half days a week.
3. Weekend coverage - third and fourth year
residents are also encouraged to apply.

Phone: (510) 204-4635. Fax (510) 548-5265.
e-mail baypsychiatric@aol.com.

GREATER BAY AREA - Modesto, California

General & Child Psychiatrists needed, for
unique, stable County Mental Health system in
a welcoming community. Serve both public &
private sector patients, in both inpatient/outpa-
tient settings that have been benchmarked for
their quality. Possibilities for Resident teaching
& consultation with a full range of providers.
When patients require hospitalization, inpatient
& outpatient staff work TOGETHER to opti-
mize care. Stanislaus County is located only 1 1/2
hours from both San Francisco and Yosemite,
enjoying the best of both worlds.

Excellent salary scale, with steps from $159K
to $194K; PLUS full benefits; PLUS 5% addi-
tional for each of following: Inpatient, General
Boards, Child Boards; PLUS extra for limited
On-Call; PLUS Union-negotiated increases al-
ready set for next few years. Negotiable hourly
contract also an option. Fax CV to Marshall
Lewis, MD, 209-558-8641 or call 209-558-4639.

Psychiatrist Opportunities

Are you tired of managing overhead expenses or
are you finishing residency and looking for a sta-
ble opportunity to practice your clinical skills?
We at the Riverside County Department of Men-
tal Health are looking for qualified psychiatrists.
The department operates an inpatient facility as
well as out patient clinics in multiple locations.
We serve people of all ages and are staffed by
knowledgeable and supportive personnel.

Our salary is very competitive. Per-diem posi-
tions include liability insurance as well as a 401(a)
pension plan. Hours are flexible with no on-
call. Full-dme employment may be offered on
a case by case basis.

Riverside County is one of the fastest growing
counties in coveted Southern California with nu-
merous choices of both active and leisure
lifestyles along with more affordable housing
and an easy reverse commute from surrounding
areas.

Interested? Please call Dr. Raja at (951) 358-
4610 and send resume (CV) by email to rschulte
@co.riverside.ca.us or by mail to:

County of Riverside
Attn: Ryan Schulte
4095 County Circle Drive
P.O. Box 7549
Riverside, CA 92513-7549

For additional information you may visit our
website at www.rc-hr.com.

The Perfect Positions in Northern California!

Outstanding Adult Psychiatrist and C & A Psy-
chiatrist positions are available in one of Cali-
fornia’s fastest growing communities. It is lo-
cated 45 minutes south of Sacramento with a
population of over 260,000. The positions are
highly sought after employed outpatient op-
portunities with no call! You can have a flex-
ible schedule while you care for the full range of
psychiatric cases. Work in an environment of
collegiality with other highly trained Adult and
C & A Psychiatrists along with their superb team
of therapists, social workers, nurses, and case
managers. These are perfect positions to bal-
ance your personal and professional life! Send
your CV to Tina Wilkins at wilkinstina@
earthlink.net; fax to 916-482-1154; call 1-
888-229-9495.
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Scenic California Central Coast
Atascadero State Hospital

Atascadero State Hospital now pays board
certified psychiatrists $159,000, plus a gen-
erous year-end retention bonus. Atascadero
is the nation’s premier center for the treatment
of forensically committed mentally ill patients.
Our hospital is a teaching site affiliated with the
University of California, accredited by JCAHO,
and recipient of the prestigious Codman Award.
All of our psychiatrists are board eligible and
most are board certified. Many of our psychia-
trists have forensic subspecialty boards.

We are located midway between San Fran-
cisco and Los Angeles on the scenic central
California Coast, south of Big Sur. We offer a
spectacularly beautiful environment in San Luis
Obispo County with temperate climate, beaches,
world class wineries, cultural activities, golfing,
sailing, riding, clean air, and excellent schools
through the University level.

Our benefit package is valued at an additional
30%, which includes retirement plans (includ-
ing safety retirement), health plans, professional
liability coverage, paid holidays, educational
leave, and generous annual leave. On-call duty
is compensated hour for hour over and above
the base salary. Applicants must hold a current
California license, or have pending application
with the Medical Board of California.

For a prompt and confidential review, send
CV to Jeanne Garcia, M.D., P. O. Box 7001,
Atascadero, CA 93423-7001; (805) 468-2005 or
fax (805) 468-2138; or e-mail us at jgarcia@
dmbhash.state.ca.us. We are an equal opportunity
employer.

COALINGA STATE HOSPITAL
Get in on the ground floor!

Coalinga State Hospital, in conjunction with UC
Irvine, is inviting applications for psychiatrists.

Coalinga State Hospital is the first new State
psychiatric hospital built in California in over
50 years. With its 1,500 beds, almost exclusively
devoted to the treatment of sexually violent pred-
ators, it is a state-of-the-art facility; one of the
largest in the nation. Itis closely affiliated with
the University of California, Irvine School of
Medicine, and will train medical students and
residents. A forensic fellowship program is being
developed.

This is an opportunity for a psychiatrist inter-
ested in being on the forefront to explore the
sexually violent predator and forensic fields
within a leading national organization. Not only
is Coalinga State Hospital’s salary package com-
petitive, we offer job security, flexible work
schedules, and an excellent California State ben-
efit package, including paid leave, medical in-
surance, and CalPERS Retirement.

Staff Psychiatrist (Safety)* $162,792 -
$172,572
*(Includes Recruitment & Retention incentives.

Candidates must be Board Certified.)

We invite you to come and visit our astounding
new facility and witness the possibilities for pro-
fessional growth. Coalinga is located in the San
Joaquin Valley, equidistant from Los Angeles,
San Francisco, and Sacramento, and only two
hours from the coast and National Parks.

If you are interest in discussing any of our psy-
chiatric positions, please contact: Stephen
Wyman, M.D., at (559) 935-4079, or Erica We-
instein, M.D., at (559) 935-4343, or E-mail
SWyman@csh.dmh.ca.gov or EWeinstein@csh.
dmbh.ca.gov. For more information, visit our
website at www.dmh.ca.gov/Statehospitals/
Coalinga. CSH is an equal opportunity em-
ployer.

Psychiatric News
delivers up-to-the-minute information
vital to all psychiatric professionals.

For line classified advertising
contact Joel Nepomuceno at
(703) 907-7330 or
classads@psych.org

SANTA BARBARA - THE AMERICAN RIVIERA

Santa Barbara County is an unrivaled natural
paradise. Beautiful valleys, rugged mountains,
and 50 miles of spectacular coastline make Santa
Barbara County one of the most desirable lo-
cales in the world.

Live and work in Paradise! Culture, urban re-
sources, and rural beauty - for quality of life Santa
Barbara County is the place to be.

Santa Barbara County has immediate openings
in adult outpatient psychiatry.

$136,207 - $166,723/yr including benefit
allowance.

We offer a stable work schedule, competitive
salary, and a generous benefits package, in-
cluding paid holiday, vacation, and sick leave;
medical, dental, and vision care coverage; and a
retirement package that includes both a defined-
benefit pension and an optional deferred com-
pensation plan through your choice of several
competitive investment options.

For more information, or to apply online, visit
our Website at
www.sbcountyjobs.com
Or call 805-568-2800

COLORADO

Colorado State Hospital needs two psychia-
trists by July 1, 2006; one with forensic inter-
est and one with civil interest. Forty-hour week
and half time proposals considered. University of
Colorado medical appointments with good ben-
efits. Four-day workweek option. If interested,
please call Jerra Harr, Recruitment Coordina-
tor @ (719) 546-4637 or fax CV to (719) 546-
4484.

CONNECTICUT

GENERAL PSYCHIATRY—
CENTRAL CONNECTICUT

Opportunity for BC/BE psychiatrist to join well
established two-person successful adult psychi-
atric private practice. Practice is affiliated with
Bristol Hospital, a leading community hospital
offering a comprehensive mental health contin-
uum, including both inpatient and outpatient
settings. Our central Connecticut location of-
fers a wide range of upscale suburban living op-
tions, including first-rate schools, many desir-
able cultural activities, and easy accessibility to
NY and Boston. We offer a benefits package and
salary. To learn more about this opportunity, call
toll-free, Christine Bourbeau in the recruitment
office at 800-892-3846 or fax your CV to 860-
585-3086. EOE. Email address: cbourbeau@
brishosp.chime.org

SOUTHEAST CT: Child Psychiatrist - Di-
rectorship position - new adolescent residential
treatment program. Program development &
clinical care responsibilities. Competitive salary
& benefits. Contact Joy Lankswert @ 866-227-
5415 or email joy.lankswert@uhsinc.com

PUTNAM, CT - ATTENDING PSYCHI-
ATRIST/Faculty Position. UMass Memorial
Medical Center, Department of Psychiatry, is
seeking a full-time psychiatrist for an inpatient
position with our affiliate, Day Kimball Hospi-
tal in Connecticut. Multiple career opportuni-
ties exist! Work in a collegial setting where clin-
ical care, education and research are valued. A
competitive salary, excellent benefits and pro-
gressive incentive plan. Academic rank com-
mensurate with experience. Interested appli-
cants send CV to Alan P. Brown, M.D., Vice
Chairman for Clinical Services, Department of
Psychiatry, UMass Memorial Medical Center,
55 Lake Avenue North, Worcester, MA 01655
or email BrownAOl@ummbhc.org AA/EOE

Capitol Suburb. Facility seeks leaders to be
Medical Director of Mental Health & addiction
programs on their inpatient and outpatient units.
170-180K + bene. Academic appt available. Call
Susan Springer @ 800.575.2880 x 315
sspringer@medsourceconsultants.com.

University of Connecticut
Health Center

CORRECTIONAL MANAGED HEALTH CARE

Seeking board certified and board eligible psy-
chiatrists to provide care to patients in the Con-
necticut Department of Correction. Opportu-
nities include patient care, research, teaching,
and leadership in both an academic and public
health care setting. Opportunities exist through-
out the state. Exciting employment, excellent
state benefits, regular working hours, and com-
petitive salaries. Please contact Noreen Logan,
Human Resources, for information and an ap-
plication at (860) 679-7691 or e-mail at logan@
uchc.edu.

AA/EEO M/F/PWD/V

PSYCHIATRIST:

The University of Connecticut at Storrs, Coun-
seling and Mental Health Service is seeking a li-
censed/Board certified psychiatrist for a part-
time, twelve-month position, as part of a multi-
disciplinary team. Experience with diverse col-
lege age population, crisis intervention, on call
duties and psychopharmacologic/evaluation serv-
ices required. This isan UCPEA, UCP XII po-
sition. Excellent benefits. Salary commensu-
rate with experience. Send cover letter, vitae and
the names of 3 references to: Ellen Seader,
LCSW, Director, Counseling & Mental Health
Service, University of Connecticut, Unit 2011,
Storrs, CT 06269-2011. We encourage appli-
cations from under-represented groups, includ-
ing minorities, women and people with disabil-
ities (Search #06S513)

Inpatient Staff Psychiatrist

Hall-Brooke Behavioral Health Services
Westport, CT

Hall-Brooke Behavioral Health Services is re-
cruiting a full-time adult psychiatrist to join an
expanding inpatient service at our Westport, CT'
campus. Our beautiful 76-bed hospital has gen-
eral adult, addiction, child/adolescent, and
women’s services. As a member of St. Vincent’s
Health Services in Bridgeport, CT, our affilia-
tion with the Columbia University Department
of Psychiatry in New York offers opportunities
for career development. Responsibilities include
daily (Monday-Friday) management of acute in-
patients, with minimal weekend and on-call re-
quirements. Job responsibilities may be tailored
to suit specific skill areas or interests.

For confidential consideration, please submit
CV and cover letter, including salary require-
ments to: George Catalano, Director of Human
Resources, Hall-Brooke Behavioral Health Ser-
vices, 47 Long Lots Road, Westport, CT 06880,
Phone: (203) 221-8812, Fax: (203) 341-9461,
email: HallBrookeHR@svhs-ct.org. EOE

PSYCHIATRIST AND APRN: Full time
(40hrs/wk) for progressive community mental
health center with on site partial hospital. Ex-
quisite area along the Thames River. Provide
medication management for dually diagnosed in
a multidisciplinary team environment. Excel-
lent salary and benefits, 40/hour workweek M-
F, flextime, no call, weekends or holidays, Bi-lin-
gual helpful. Faculty appointment at UCONN
or Yale possible for qualified, interested candi-
dates. CT license necessary. Send resume in con-
fidence to Kathleen Degen, M.D., Medical Di-
rector, Sound Community Services, Inc., 165
State St.-Ste. 200, New London, CT 06320.
Tel: (860) 443-0036. Fax: (860) 443-4284. Email:
kathleen.degen@SCSCT.org. EOE

DELAWARE

NEWARK/WILMINGTON: Child Psychi-
atrist. Fulltime position for partial hospital &
inpatient services. Active, supportive multidis-
ciplinary setting. Limited call. Salary & bene-
fits. Contact Joy Lankswert @ 866-227-5415
or email joy.lankswert@uhsinc.com

Deadlines:
April 7 issue - March 24

April 21 issue - April 7
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classifieds

The Department of Psychiatry and Behav-
ioral Sciences at the George Washington
University Medical Faculty Associates, an in-
dependent non-profit clinical practice affiliated
with The George Washington University, is
seeking a psychiatrist for a full-time academic
appointment at the rank of instructor or assis-
tant professor beginning July 2006. This clini-
cian-educator position in the adult outpatient
division requires expertise in the evaluation and
treatment of mood and anxiety disorders. The
applicant must be license eligible in the District
of Columbia and be Board Certified or Board
Eligible in General Psychiatry. Academic rank
and salary will be commensurate with qualifica-
tions. Review of applications will begin March
17,2006 and continue until the position is filled.
Please send letter of interest and CV to Jeffrey
S. Akman, MD, Chair, Department of Psychia-
try and Behavioral Sciences, 2150 Pennsylvania
Avenue, NW, Washington, DC 20037. Tel. 202-
741-2880; fax 202-741-2891. The George Wash-
ington Medical Faculty Associates is an Equal
Opportunity/Affirmative Action Employer.

FLORIDA

FT. MYERS/MERBOURNE/ORLANDO/
DAYTONA/MIAMI/FORT LAUDERDALE
/OCALA/GAINESVILLE - Psychiatrists
needed for rapidly expanding Nursing Home
Service. Great support. No call. Average Salary
210K + benefits. Part-time available. Some
travel required. Must have FL. Medicare & FL
Medicaid provider #s. Call Mike at 866-936-
5250.

Located along South Florida’s east coast just
minutes from the Atlantic Ocean, CARF ac-
credited community mental health center is seek-
ing a part-time/full-time inpatient and outpa-
tdent psychiatrists to provide comprehensive psy-
chiatric care to children and adults. Must be
Board Certified (or eligible). Excellent salary
and benefits package, great staff and a lovely
coastal community. Seeking applications directly
from candidates. (No recruitment firms please!)
Send/Fax CV: HR, New Horizons, 4500 W.
Midway Rd., Ft. Pierce, FL 34981 FAX (772)
468-5606 EOE/ADA/DFWP www.nhtcinc.org

PSYCHIATRIST NEEDED to work side by
side with other correctional health care profes-
sionals in North & Central Florida prisons.
Great schedules and excellent State of Florida
benefits. Must have Florida license prior to hire.
For further information contact: Sharon McK-
innie, R.N. @ 850-922-6645 or mckinnie.sharon
@mail.dc.state.fl.us

PANAMA CITY - Adult board certified or
board eligible psychiatrist to join staff of com-
prehensive community mental health center.
Salary range is: $176,000 - $183,000. Beauti-
ful area of the country. Apply through our web-
site www.lifemanagementcenter.org or send CV
to: Peter Hampton, Ph.D., Executive Di-
rector, Life Management Center of North-
west Florida, 525 E. 15th St., Panama City
FL 32405, EOE/DFWP. Pre-hire drug screen
required.

Selling satellite office in wonderful Ft. Laud-
erdale area. Ripe for expansion - one half man-
aged care. Good terms. I'm too busy running
my other offices. Serious inquiries only. Leave
contact phone number at 954-583-2629.

ATLANTA: General or Addiction Psychia-
trist. Intensive outpatient program - multidis-
ciplinary setting. Ideal candidate is BC with spe-
cial interest & proven skills in treating patients
with substance abuse and psychiatric disorders.
Contact Joy Lankswert @ 866-227-5415 or
email joy.lankswert@uhsinc.com

CHICAGO SUBURBS! Numerous positions
available at integrated hospital system! Oppor-
tunities include: 1) Child and Adolescent Psy-
chiatrist 2) Addictions psychiatrist 3) Eating dis-
order psychiatrist 4) Neuro-Psychiatrist. All op-
portunities are extremely lucrative with a com-
petitive base salary, full benefits, & bonus in-
centives! For more info, call Carrley Ward @
800-735-8261 ext 219, fax your CV to 703-995-
0647, or e-mail: cward@medsourceconsultants
.com

Suburbs of St. Louis! Opportunity for a staff
psychiatrist! 37 %2 hour workweek and NO
CALL! No managed care environment! Com-
petitive compensation package and outstanding
benefits package offered! For more info, call
Sarah McGlinnen @ 800.735.8261 ext 216, fax
your CV to 703.995.0647 or e-mail: smcglinnen
@medsourceconsultants.com.

PSYCHIATRIST NEEDED!

A well established and very busy private prac-
tice, located in the Chicago area is looking to
hire a full time or part time psychiatrist. Work
includes hospitals, outpatients and nursing
homes. Compensation package is very attractive
and negotiable. For more information please
call Kathy at our office between 8am and 4pm 1-
312-565-2251.

Chicago - Outpatient Child and Adolescent
Psychiatrist. The Feinberg School of Medi-
cine, Northwestern University and the Chil-
dren’s Memorial Hospital are secking a child
psychiatrist for primarily outpatient and con-
sultation services. Join an exciting, growing,
multidisciplinary child and adolescent psychia-
try division at Children’s Memorial Hospital!
Full-time faculty position at the instructor or as-
sistant professor level. Rank and salary com-
mensurate with qualifications and experience.
Clinical experience (especially pediatric hospital-
based), ABPN certification or eligibility in child
and adolescent psychiatry, experience and ex-
cellence in teaching and an interest in clinical
research required. Training in Pediatrics is a
plus. Start-up support available for research pilot
funding. Northwestern University and the
Children’s Memorial Medical Group are Equal
Opportunity Employers. Women and minori-
ties are encouraged to apply. Hiring is contin-
gent upon eligibility to work in the United States
and eligibility for licensure in Illinois. Start date
July 2006. Applications will be evaluated as re-
ceived. Send CV with letter describing clinical
and academic interests to Mina Dulcan, MD,
Department of Psychiatry, Box #10, Children’s
Memorial Hospital, 2300 Children’s Plaza,
Chicago, IL 60614. Fax: 773/880-4066. E-

mail: m-dulcan@northwestern.edu.

Dynamic, highly regarded private non-profit
multidisciplinary mental health clinic less
than one hour from Des Moines secks psy-
chiatrist or ARINP with RX priveleges interested
in working with clients of all ages. Position pri-
marily involves outpatient medication manage-
ment, but C/L work at local hospital possible as
well as many other interesting opportunities.
Would be affiliated with a variety of highly com-
petent clinicians. Well supported by local med-
ical community. Minimal on-call responsibilities
(telephone back-up). Limited academic affili-
ation possible. Very flexible position that could
be tailored to individual’s needs. Very attractive
benefit package. J-1 and loan repayment pro-
grams available. Send CV to Diane Baker at
Center Associates, 9 North 4th Ave., Marshall-
town, A, 50158. Fax: 641-753-2171. dbaker@

centerassoc.com

Prefer to keep it confidential?

$30 extra for a confidential
Psychiatric News blind box

IMMEDIATE OPENING

FOR PSYCHIATRISTS -

J-1 Visa holders qualify - Attractive salary w/ben-
efits. Other candidates - Guaranteed net income
or attractive salary w/benefits. Board Certified
or board eligible. Louisiana license required.

Please respond to Box P-469, Psychiatric News
Classifieds, American Psychiatric Publishing,

Inc., 1000 Wilson Blvd., Suite 1825, Arlington,
VA 22209

avi
Sweetser

YOUR PARTNER IN BEHAVIORAL HEALTH

Are you looking for a life of harmony? One
that achieves a true balance?
At Sweetser it is a reality!

As a Child & Adolescent Psychiatrist for Maine’s
largest non-profit child welfare / mental health
facility you can achieve true balance. This out-
patient position will allow you to work with an
amazing team developing, implementing, and
overseeing a treatment plan for each of your
clients that will encompass a wide range of serv-
ices. All the while keeping you closely connected
to each client. Sweetser’s highly skilled staff of
Crisis clinicians eliminates the need for inpa-
dent work, providing you with more of that per-
sonal and/or family time we all yearn for.

The state of Maine also offers a great balance!
Here you will find beautiful change of seasons,
each presenting new and exciting recreational
activities. Cultural activities are also abound
from amazing art galleries to renowned theater
groups. Maine has bustling cities full of shop-
ping and nightlife, as well as an incredible coun-
tryside with farmers markets and talented crafts-
men.

Sweetser is as dedicated to its employees and
their families as they are to their clients. For
the security of you and your family, Sweetser of-
fers a competitive salary and a wide range of ben-
efits, inclusive of generous retirement programs.

If you are a licensed Child & Adolescent Psy-
chiatrist with the appropriate board certifica-
tions and want to achieve “True Balance”, check
out our website at www.sweetser.org or submit
letter and C.V. to Sweetser Human Resources,
50 Moody St., Saco, ME 04072, Fax (207) 294-
4420, or jobs@sweetser.org (text files only).
Please state referral source.

Maine’s First Magnet Hospital and
the World’s First Free-Standing Psychiatric
Magnet Hospital
Seeking Adult and Child/Adolescent
Psychiatrists

We are seeking BC/BE psychiatrists for both
our adult and child/adolescent inpatient and out-
patient programs. Acadia Hospital is a thriving,
non-profit, private community-based hospital
offering acute psychiatric care for adults and
children, as well as chemical dependency pro-
grams. One of the only two private psychiatric
hospitals in Maine. The Acadia Hospital offers
physicians clinical practice in a highly collabo-
rative, multi-disciplinary setting. Competitive
salary and benefit package. Send resume to: Vice
President of Medical Affairs, The Acadia Hos-
pital, P.O. Box 422, Bangor ME 04402-0422.
www.acadiahospital.org

Strengthen your recruitment effort
through the APA Job Bank! Post your
career opportunity online, receive candi-
date responses instantly, and access
APA’'s resume database of psychiatrists.

Call 703.907.7330 for more info

Dartmouth Faculty Psychiatrists

Dartmouth Medical School, Department of Psy-
chiatry, in collaboration with the State of Maine
Department of Health and Human Services,
seeks faculty psychiatrists for the Riverview Psy-
chiatric Center in Augusta, Maine. The Cen-
ter is the flagship inpatient hospital serving cen-
tral and southern Maine’s system of public men-
tal health care. A 92-bed, state of the art, re-
placement hospital opened in the Spring of 2004.
Preference will be given to candidates with foren-
sic training and/or experience. Maine licensure
required. These are full-time Dartmouth fac-
ulty appointments with salary and rank com-
mensurate with experience and academic ac-
complishments. Protected time for scholarly ac-
tivities. Central and southern Maine offers ex-
ceptional opportunities to enhance your quality
of life. We have safe communities, with very
low crime, good schools and unparalleled four
season recreational activities. Augusta is less
than one hour from the Maine coast and closer
to numerous crystal clear lakes and mountains.
It is no wonder Maine is called “vacationland.”
Please send CV and three letters of reference to:
Alan I. Green, MD, Professor and Chair of
Psychiatry, Dartmouth Hitchcock Medical
Center, One Medical Center Drive, Lebanon,
NH 03756. Dartmouth Medical School is an
EOE/AA Employer and encourages applications
from women and members of minority groups.

s U+ Your resource for life.
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Augusta & Waterville, ME

The MaineGeneral Medical Center is