




Psychiatrist and jazz pianist Denny Zeitlin, M.D., found his passion for his two vocations early in 
life and believes each one enriches the other. Above, he is shown working in a recording studio. 
See story on page 17. 
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P fizer Inc. will pay $2.3 billion in 
a massive settlement of civil and 
criminal charges for illegally pro-

moting prescription drugs for unapproved 
indications and bribing physicians with 
kickbacks, the U.S. Department of Justice 
(DOJ) announced on September 2.

Federal prosecutors alleged that Pfi zer 
and Pharmacia and Upjohn, a company 
Pfi zer acquired, promoted four of their 
drugs—valdecoxib, ziprasidone, prega-
balin, and linezolid—to health care pro-
fessionals for unapproved indications and 
thus violated the federal False Claims Act.

In addition to promoting off-label indi-
cations, a practice prohibited by the Food, 
Drug, and Cosmetic Act, Pfi zer was alleged 
to have induced physicians to prescribe 

the company’s prod-
ucts by fl ying them to 
resort locations under 
the guise of consultant 
meetings and giving 
them lavish gifts and 
entertainments.

Pharmac ia and 
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BY KEN HAUSMAN

Two psychiatrists whose contribu-
tions extend across multiple areas 
are nominated to be APA’s next 
president-elect, while one officer 
will no longer be responsible for the 
duties of secretary and treasurer.

Norris, Oldham
Vie to Become
President-Elect

BY JUN YAN

This marks the fourth time in the past decade that the world’s 
largest pharmaceutical company has agreed to pay the government 
after charges of unlawful marketing practices were filed.

Pfi zer Pays Record Settlement
In Marketing-Violation Case

T he Nominating Committee has cho-
sen two psychiatrists who have made 
extensive contributions to the fi eld 

to vie in next year’s election for the post of 
APA president-elect, in which Wellesley, 
Mass., psychiatrist Donna Norris, M.D., 
will face off against John Oldham, M.D., 
of Houston in the 2010 election.

Norris, a private practitioner of child, 
adolescent, and forensic psychiatry, is on 
the Harvard volunteer faculty and is chair 
of the Ethics Committee of the Massa-
chusetts Psychiatric Society. Previously 
she was APA secretary-treasurer, Area 1 
trustee, and speaker of the Assembly. 

Oldham is senior vice president and 
chief of staff at the Menninger Clinic and 
a professor of psychiatry at Baylor. He is on 
the APA Council on Research and Qual-
ity Care, editor of the Journal of Psychiatric 
Practice, and president-elect of the Ameri-
can College of Psychiatrists.

 In next year’s election the position of 
secretary-treasurer will be split into two 
positions. Competing to be secretary are 
Fred Gottlieb, M.D., of Los Angeles, and 
Roger Peele, M.D., of Rockville, Md. Got-
tlieb is a former speaker of the Assembly 
and APA treasurer. Peele, also a former 

PERIODICALS: 
TIME-SENSITIVE MATERIALS

to a criminal charge for “misbranding 
Bextra [valdecoxib] with the intent to 
defraud or mislead,” according to the DOJ 
announcement. Prosecutors alleged that 
valdecoxib, a nonsteroidal anti-infl amma-
tory medication, was illegally promoted 
for indications and dosages that the Food 
and Drug Administration (FDA) had pre-
viously declined to approve because of 
safety concerns.

Valdecoxib was withdrawn from the 
market in 2005 at the FDA’s request as evi-
dence emerged about serious and poten-
tially fatal adverse events associated with 
the drug, including cardiovascular events 
and severe skin reactions. Valdecoxib was 
initially approved in 2001. Its annual sales 
in 2004 amounted to $1.3 billion. 

Federal authorities said this is the fourth 
settlement in the past decade between 
Pfi zer and the government regarding 
Pfi zer’s unlawful marketing and promo-
tional practices. In a previous case, Pfi zer 
paid $450 million and pleaded to felony 
charges for illegally promoting off-label 
uses of gabapentin (Neurontin)—an activ-

Petition Candidates 

Any member wishing to be nominated 
by petition is urged to contact Ricardo 
Juarez immediately by phone at (888) 
35-PSYCH, ext. 8527, or (703) 907-
8527 or by e-mail at rjuarez@psych.org. 
Signatures of 400 voting members (100 
for area trustee and member-in-training 
trustee-elect) supporting the nomination 
must be fi led with the APA secretary-
treasurer by October 15. Biographical 
and campaign materials for publication in 
Psychiatric News and for distribution with 
the ballot are also due by this deadline from 
all candidates.
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Misuse Rises With Number
Of ADHD Prescriptions
The number of calls to poison control centers that were related to prescrip-
tion amphetamine abuse by teenagers rose sharply from 1998 to 2005.

BY JUN YAN
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9 Access to Drugs in Part D
May Still Be a Problem

Patients who experienced problems 
obtaining psychiatric drugs as they tran-

sitioned from Medicaid to Medicare Part 
D were more likely to visit an emergency 

department.

10 Rising Costs May Propel
Health Reform Passage

Although the extent to which health care 
may be reformed remains unclear, with 
insurance becoming more unaffordable 
many experts still expect a bill this year.

PROFESSIONAL NEWS

11 Psychiatrists Should Play
  Larger Antismoking Role 

With smoking near epidemic propor-
tions in those with mental illness, psy-
chiatrists have multiple resources they 

can use to increase their role in helping 
patients quit.

14 Telepsychiatry Expands
Into New Regions 

Telepsychiatry, which is gaining 
popularity in several rural and under-

served parts of the United States, is now 
up and running in one of the poorest—

the Mississippi Delta.
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Data from poison control 
centers throughout the 
United States suggest that, 
over the past decade, more 
teens misused prescription 

drugs intended to treat attention-defi cit/
hyperactivity disorder (ADHD), and some 
did it with serious consequences.

A study published in the July Pediatrics 
examined information on ADHD-drug-
related calls to poison control centers 
throughout the United States from 1998 
to 2005. Jennifer Setlik, M.D., and col-
leagues at the Cincinnati Children’s Hos-
pital Medical Center, analyzed the trends 
of intentional abuse or misuse of prescrip-
tion drugs indicated for ADHD treat-
ment among people aged 13 to 19 years. 
The study fi ndings were derived from the 
National Poison Data System, a database 
maintained by the American Association 
of Poison Control Centers and containing 
data on calls to 61 regional poison control 
centers throughout the United States. 

The number of calls related to pre-
scription ADHD medication abuse for 
nonmedical reasons by 13- to 19-year-
olds increased by 76 percent from 1998 
to 2005 as recorded in the database. The 
rate of increase in this category was far 
steeper than that for the total of all sub-
stance-abuse-related calls for the general 
public and the teenaged population. Dur-
ing the same period, ADHD prescrip-
tions for youth aged 10 to 19 nationwide 
increased by 80 percent, suggesting a par-
allel between access and abuse. 

The rising trend in ADHD medica-
tion abuse, at least cases that were serious 
enough to result in a call to a poison con-
trol center, was primarily driven by pre-
scription amphetamine/dextroamphet-
amine medications. These calls increased 
more than fi vefold—from 71 calls in 1998 
to 409 in 2005. Calls related to illicit 
amphetamine use and amphetamine pre-
scriptions for non-ADHD reasons were 
excluded from the study. Meanwhile, 
the number of prescriptions for amphet-
amine salts to treat ADHD increased from 
1.5 million to 3.6 million for teenagers.

The number of methylphenidate-
related calls to poison control centers 
decreased from 246 in 1998 to 172 to 2005 
while the total number of prescriptions for 
methylphenidate saw a relatively modest 
growth from 2.7 million in 1998 to 4.3 mil-
lion in 2005. 

Among the ADHD-medication-related 
calls, 65 percent contained information 
about patients’ outcomes. In 42 percent 

of these cases, the teenagers experienced 
clinically signifi cant events, including the 
deaths of three females and one male.

Because poison control centers record 
only the cases reported to them by individu-
als or health care professionals who are seek-
ing information or advice, the rates in this 
study do not refl ect the true rates of abuse 
and do not include serious cases treated in 
emergency rooms, the authors acknowl-
edged. However, the trends of increased 
stimulant abuse represent a broad trend in 
the teen population, particularly regard-
ing amphetamine salts. The authors specu-
lated that this observation may be the result 
of either the increased number of abusers or 
increased severity of abuse, or both. 

Surveys have indicated that many teen-
agers share their prescription drugs for 
ADHD with their friends and school-
mates, the authors noted, which could 
account for the growing abuse as more 
prescriptions are written.

An abstract of “Adolescent Prescrip-
tion ADHD Medication Abuse Is Ris-
ing Along With Prescriptions for These 
Medications” is posted at <pediatrics.
a ap p ubl i ca t i on s .o rg/cg i /c ont ent /
abstract/124/3/875>. ■
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A PA’s Board of Trust-
ees meeting on Sep-
tember 11 and 12 

was highly productive. We 
discussed a number of key 
issues for the organization, 
and I will be highlighting 
some of the discussions 
and decisions over the next 
few issues. Of particular 
note, we spent consider-
able time discussing what 
APA’s positions on health 
care reform should be, 
part icularly whether we should support 
HR 3200, America’s Affordable Health 
Choices Act. Previously we had sent a let-
ter commenting to the key House com-
mittees on aspects of the proposed legis-
lation. At the Board meeting, we formally 
and unanimously voted to endorse the bill, 
including the so-called public option. 

Although no bill is perfect and there 
may be elements that may be less attractive 
to one or another constituency, we recog-
nized that overall HR 3200 offers many 
positive benefi ts for psychiatrists and 
other physicians and, most importantly, 
for our patients. Among these benefi ts:

• Requiring a basic benefi t package for all 
qualifi ed health benefi t plans in the Health 
Insurance Exchange proposed in HR 3200. 
Of particular note, mental health and sub-
stance-use disorder treatment is included 
within the basic benefi t package, and this 
coverage requirement would be extended to 
all health insurance plans within fi ve years.

The Health Insurance Exchange would 
be a grouping of health insurance plans 
for individuals, families, and certain small 
employers offering a choice of plans in a 
competitive environment. Uninsured or 
underinsured Americans would be pooled 
together to balance the risk of illness and 
cost of coverage across a large number of 
individuals. The exchange also could be 
used to ensure access to affordable, por-
table health insurance coverage.

• Blocking insurance discrimination 
based on individuals’ health status and pre-
existing conditions.

• Requiring a public health insurance 
option in the exchange. We were partic-
ularly pleased that the bill as amended by 
the Energy and Commerce Committee 
clarifi es that physician participation in the 
public plan is voluntary and that no penal-
ties may be levied for not participating. 

• Establishing meaningful requirements 
for employers and individuals to obtain 
qualifi ed health insurance coverage.

• Eliminating the pending 21 percent reduc-
tion in the Medicare payment update and 
addressing the fl awed sustainable growth 
rate formula that is used to determine physi-
cian reimbursement fees each year. 

• Preserving the recent advances in parity 
for mental health and substance-use disor-
der treatment, as well as extending the phy-

sician fee schedule mental 
health add-on as enacted 
in the Medicare Improve-
ments for Patients and Pro-
viders Act of 2008. Under 
this act, the discriminatory 
50 percent copay for psy-
chiatric services is being 
phased out so that patients 
will have the same 20 per-
cent copay for such care 
as they do other types of 
medical care.

As you can see, the bill preserves the 
gains we have made in regard to parity and 
provides major benefi ts for our patients, 
including prior illness protection and the 
elimination of proposed reductions in 
Medicare reimbursement. 

We joined a number of major medical 
societies, including the AMA, in support-
ing both the bill and a public plan. We also 
commended the AMA Board of Trustees 
and advocacy staff for showing leadership 
in ensuring that APA has an active role in 
crafting meaningful solutions to the coun-
try’s health insurance crisis.

In our Board discussions last month, 
it was clear that the Board believes that a 
public option can provide a competitive 
force in the marketplace, and many of our 
patients are already covered under existing 
public plans. The Board was clear, how-
ever, that our members’ participation in a 
public plan should be purely on a volun-
tary basis.

We were aided in the discussion by 
the presence of Dr. Bob Cabaj, the chair 
of APA’s Council on Advocacy and Gov-
ernment Relations. One key action of 
the Board was to clarify its oversight on 
responses to proposed legislation that 
often come at short notice. The president, 
president-elect, and the council chair will 
be consulted by Dr. Jay Scully, APA’s med-
ical director, and APA’s Government Rela-
tions staff. This will allow for more rapid 
responses on key issues. The Executive 
Committee and full Board will continue 
to be consulted as needed.

We expect to be involved with our coali-
tion partners in sending Congress numer-
ous letters and other communications over 
the next few months as work on health care 
reform unfolds. For example, since the 
Board met, we sent a letter to the Senate 
Finance Committee on its bill commend-
ing Sens. Max Baucus (D-Mont.), chair 
of the committee, and Charles Grass-
ley (R-Iowa), ranking minority member, 
for including coverage of mental illness 
and substance-use disorders within the 
basic required benefi t package under the 
Health Insurance Exchange. However, we 
also pointed out serious concerns we have 
about the bill, such as its failure to include 
a long-term fi x to Medicare’s physician 
payment formula and issues related to the 
new federal parity law. The letter is posted 
at <www.psych.org/dgr/apasfhcrltr>.

We will keep you informed of APA’s 
progress with regard to health care reform 
in Psychiatric News and on APA’s Web site 
under “Advocacy.” ■

from the president

BY ALAN F. SCHATZBERG, M.D.

Board of Trustees Endorses HR 3200



For my patients with schizoaffective disorder, 
one treatment comes to mind:

INVEGA®

the first and only 
approved acute treatment for

schizoaffective disorder1

(paliperidone)



Reference: 1. INVEGA® (paliperidone) [Prescribing Information]. 
Titusville, NJ., Ortho-McNeil-Janssen Pharmaceuticals, Inc.

Please see brief summary of full Prescribing 
Information for INVEGA® on adjacent page. 

For more information, including study designs and clinical data, please contact your Janssen® representative.

*In 2 clinical studies, the most commonly used mood stabilizers were valproate and lithium. The most commonly used antidepressants 
were SSRIs and SNRIs. Use of MAOIs was excluded.1

© Ortho-McNeil-Janssen Pharmaceuticals, Inc. 2009     October 2009    01JN09092A

IMPORTANT SAFETY INFORMATION FOR INVEGA®

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

Hypersensitivity: Hypersensitivity reactions, including anaphylactic 
reactions and angioedema, have been observed in patients treated with 
risperidone and paliperidone, which is a metabolite of risperidone, 
therefore paliperidone is contraindicated in patients with a known 
hypersensitivity to either paliperidone or risperidone, or to any of the 
excipients in INVEGA®.
Cerebrovascular Adverse Events (CAEs): CAEs, including fatalities 
and stroke, have been reported in elderly patients with dementia-related 
psychosis taking oral risperidone in clinical trials. The incidence of CAEs 
with risperidone was signifi cantly higher than with placebo. INVEGA® is not 
approved for the treatment of patients with dementia-related psychosis. 
Neuroleptic Malignant Syndrome (NMS): NMS, a potentially fatal 
symptom complex, has been reported with the use of antipsychotic 
medications, including paliperidone. Clinical manifestations include muscle 
rigidity, fever, altered mental status and evidence of autonomic instability 
(see full Prescribing Information). Management should include immediate 
discontinuation of antipsychotic drugs and other drugs not essential to 
concurrent therapy, intensive symptomatic treatment and close medical 
monitoring, and treatment of any concomitant serious medical problems. 
QT Prolongation: Paliperidone causes a modest increase in the corrected 
QT (QTc) interval. Avoid the use of drugs that also increase QT interval and in 
patients with risk factors for prolonged QT interval. Paliperidone should also 
be avoided in patients with congenital long QT syndrome and in patients with 
a history of cardiac arrhythmias. 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 QTc interval.
Tardive Dyskinesia (TD): TD is a syndrome of potentially irreversible, 
involuntary, dyskinetic movements that may develop in patients treated 
with antipsychotic medications. The risk of developing TD and the 
likelihood that dyskinetic movements will become irreversible are believed 
to increase with duration of treatment and total cumulative dose, but 
can develop after relatively brief treatment at low doses. Elderly women 
patients appeared to be at increased risk for TD, although it is impossible 

to predict which patients will develop the syndrome. Prescribing should 
be consistent with the need to minimize the risk of TD. Discontinue drug 
if clinically appropriate. The syndrome may remit, partially or completely, 
if antipsychotic treatment is withdrawn. 

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

Hyperprolactinemia: As with other drugs that antagonize dopamine D2 
receptors, INVEGA® elevates prolactin levels and the elevation persists during 
chronic administration. Paliperidone has a prolactin-elevating eff ect similar to 
risperidone, which is associated with higher levels of prolactin elevation than 
other antipsychotic agents. 

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

Leukopenia, Neutropenia and Agranulocytosis have been reported with 
antipsychotics, including paliperidone. Patients with a history of clinically 
signifi cant low white blood cell count (WBC) or drug-induced leukopenia/
neutropenia should have frequent complete blood cell counts during the fi rst 
few months of therapy. At the fi rst sign of a decline in WBC and in the absence 
of other causative factors, discontinuation of INVEGA® should be considered. 
Patients with clinically signifi cant neutropenia should be carefully monitored 
for fever or other symptoms or signs of infection and treated promptly if 
such symptoms or signs occur. Patients with severe neutropenia (absolute 
neutrophil count <1000/mm3) should discontinue INVEGA® and have their 
WBC followed until recovery.

Potential for Cognitive and Motor Impairment: Somnolence, sedation, and 
dizziness were reported as adverse reactions in subjects treated with INVEGA®. 
INVEGA® has the potential to impair judgment, thinking, or motor skills. Patients 
should be cautioned about operating hazardous machinery, including motor 
vehicles, until they are reasonably certain that INVEGA® does not aff ect them 
adversely, and should use caution when operating machinery. 

Seizures: INVEGA® should be used cautiously in patients with a history of 
seizures or with conditions that potentially lower seizure threshold. 

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

Maintenance Treatment: Physicians who elect to use INVEGA® for extended 
periods should periodically re-evaluate the long-term risks and benefi ts of the 
drug for the individual patient.

Commonly Observed Adverse Reactions: The most commonly 
observed adverse reactions in clinical trials occurring at an incidence of  
≥5% and at least 2 times placebo were: schizophrenia—extrapyramidal 
symptoms, tachycardia, and akathisia; schizoaff ective disorder— 
extrapyramidal symptoms, somnolence, dyspepsia, constipation, weight 
increased, and nasopharyngitis.

INVEGA® is an atypical antipsychotic agent 
indicated for the

acute and maintenance treatment of schizophrenia1 

acute treatment of schizoaff ective disorder
as monotherapy1 

acute treatment of schizoaff ective disorder as an
adjunct to mood stabilizers and/or antidepressants*1
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INVEGA®

(paliperidone) Extended-Release Tablets

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

INVEGA® (paliperidone) Extended-Release Tablets are indicated for the acute and maintenance treatment
of schizophrenia [see Clinical Studies (14) in full PI].
CONTRAINDICATIONS
Hypersensitivity reactions, including anaphylactic reactions and angioedema, have been observed in
patients treated with risperidone and paliperidone. INVEGA® (paliperidone) is a metabolite of risperidone
and is therefore contraindicated in patients with a known hypersensitivity to either paliperidone or
risperidone, or to any of the excipients in INVEGA®. 
WARNINGS AND PRECAUTIONS 
Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with
dementia-related psychosis treated with antipsychotic drugs are at an increased risk of death. INVEGA®

(paliperidone) is not approved for the treatment of dementia-related psychosis [see Boxed Warning].
Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients With Dementia-Related
Psychosis: In placebo-controlled trials with risperidone, aripiprazole, and olanzapine in elderly subjects
with dementia, there was a higher incidence of cerebrovascular adverse reactions (cerebrovascular
accidents and transient ischemic attacks) including fatalities compared to placebo-treated subjects.
INVEGA® was not marketed at the time these studies were performed. INVEGA® is not approved for the
treatment of patients with dementia-related psychosis [see also Boxed Warning and Warnings and
Precautions].
Neuroleptic Malignant Syndrome: A potentially fatal symptom complex sometimes referred to as
Neuroleptic Malignant Syndrome (NMS) has been reported in association with antipsychotic drugs,
including paliperidone. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental
status, and evidence of autonomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis,
and cardiac dysrhythmia). Additional signs may include elevated creatine phosphokinase, myoglobinuria
(rhabdomyolysis), and acute renal failure.
The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is
important to identify cases in which the clinical presentation includes both serious medical illness (e.g.,
pneumonia, systemic infection, etc.) and untreated or inadequately treated extrapyramidal signs and
symptoms (EPS). Other important considerations in the differential diagnosis include central anticholinergic
toxicity, heat stroke, drug fever, and primary central nervous system pathology.
The management of NMS should include: (1) immediate discontinuation of antipsychotic drugs and other
drugs not essential to concurrent therapy; (2) intensive symptomatic treatment and medical monitoring; and
(3) treatment of any concomitant serious medical problems for which specific treatments are available.
There is no general agreement about specific pharmacological treatment regimens for uncomplicated NMS.
If a patient appears to require antipsychotic drug treatment after recovery from NMS, reintroduction of
drug therapy should be closely monitored, since recurrences of NMS have been reported.
QT Prolongation: Paliperidone causes a modest increase in the corrected QT (QTc) interval. The use of
paliperidone should be avoided in combination with other drugs that are known to prolong QTc including
Class 1A (e.g., quinidine, procainamide) or Class III (e.g., amiodarone, sotalol) antiarrhythmic medications,
antipsychotic medications (e.g., chlorpromazine, thioridazine), antibiotics (e.g., gatifloxacin, moxifloxacin),
or any other class of medications known to prolong the QTc interval. Paliperidone should also be avoided
in patients with congenital long QT syndrome and in patients with a history of cardiac arrhythmias.
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 QTc interval, including (1) bradycardia; (2) hypokalemia
or hypomagnesemia; (3) concomitant use of other drugs that prolong the QTc interval; and (4) presence of
congenital prolongation of the QT interval.
The effects of paliperidone on the QT interval were evaluated in a double-blind, active-controlled
(moxifloxacin 400 mg single dose), multicenter QT study in adults with schizophrenia and schizoaffective
disorder, and in three placebo- and active-controlled 6-week, fixed-dose efficacy trials in adults with
schizophrenia. 
In the QT study (n = 141), the 8 mg dose of immediate-release oral paliperidone (n=50) showed a mean
placebo-subtracted increase from baseline in QTcLD of 12.3 msec (90% CI: 8.9; 15.6) on day 8 at 1.5 hours
post-dose. The mean steady-state peak plasma concentration for this 8 mg dose of paliperidone
immediate-release was more than twice the exposure observed with the maximum recommended 
12 mg dose of INVEGA® (Cmax ss = 113 ng/mL and 45 ng/mL, respectively, when administered with a
standard breakfast). In this same study, a 4 mg dose of the immediate-release oral formulation of
paliperidone, for which Cmax ss = 35 ng/mL, showed an increased placebo-subtracted QTcLD of 6.8 msec
(90% CI: 3.6; 10.1) on day 2 at 1.5 hours post-dose. None of the subjects had a change exceeding 
60 msec or a QTcLD exceeding 500 msec at any time during this study. 
For the three fixed-dose efficacy studies in subjects with schizophrenia, electrocardiogram (ECG)
measurements taken at various time points showed only one subject in the INVEGA® 12 mg group had a
change exceeding 60 msec at one time-point on Day 6 (increase of 62 msec). No subject receiving
INVEGA® had a QTcLD exceeding 500 msec at any time in any of these three studies.
Tardive Dyskinesia: A syndrome of potentially irreversible, involuntary, dyskinetic movements may develop
in patients treated with antipsychotic drugs. Although the prevalence of the syndrome appears to be
highest among the elderly, especially elderly women, it is impossible to predict which patients will develop
the syndrome. Whether antipsychotic drug products differ in their potential to cause tardive dyskinesia is
unknown.
The risk of developing tardive dyskinesia and the likelihood that it will become irreversible appear to
increase as the duration of treatment and the total cumulative dose of antipsychotic drugs administered
to the patient increase, but the syndrome can develop after relatively brief treatment periods at low doses,
although this is uncommon.
There is no known treatment for established tardive dyskinesia, although the syndrome may remit, partially
or completely, if antipsychotic treatment is withdrawn. Antipsychotic treatment itself may suppress (or
partially suppress) the signs and symptoms of the syndrome and may thus mask the underlying process.
The effect of symptomatic suppression on the long-term course of the syndrome is unknown.
Given these considerations, INVEGA® should be prescribed in a manner that is most likely to minimize the
occurrence of tardive dyskinesia. Chronic antipsychotic treatment should generally be reserved for
patients who suffer from a chronic illness that is known to respond to antipsychotic drugs. In patients who
do require chronic treatment, the smallest dose and the shortest duration of treatment producing a
satisfactory clinical response should be sought. The need for continued treatment should be reassessed
periodically.
If signs and symptoms of tardive dyskinesia appear in a patient treated with INVEGA®, drug discontinuation
should be considered. However, some patients may require treatment with INVEGA® despite the presence
of the syndrome.

Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in some cases extreme and associated with
ketoacidosis or hyperosmolar coma or death, has been reported in patients treated with all atypical
antipsychotics. These cases were, for the most part, seen in post-marketing clinical use and epidemiologic
studies, not in clinical trials, and there have been few reports of hyperglycemia or diabetes in trial subjects
treated with INVEGA®. Assessment of the relationship between atypical antipsychotic use and glucose
abnormalities is complicated by the possibility of an increased background risk of diabetes mellitus in
patients with schizophrenia and the increasing incidence of diabetes mellitus in the general population.
Given these confounders, the relationship between atypical antipsychotic use and hyperglycemia-related
adverse events is not completely understood. However, epidemiological studies suggest an increased risk
of treatment-emergent hyperglycemia-related adverse events in patients treated with the atypical
antipsychotics. Because INVEGA® was not marketed at the time these studies were performed, it is not
known if INVEGA® is associated with this increased risk.
Patients with an established diagnosis of diabetes mellitus who are started on atypical antipsychotics
should be monitored regularly for worsening of glucose control. Patients with risk factors for diabetes
mellitus (e.g., obesity, family history of diabetes) who are starting treatment with atypical antipsychotics
should undergo fasting blood glucose testing at the beginning of treatment and periodically during
treatment. Any patient treated with atypical antipsychotics should be monitored for symptoms of
hyperglycemia including polydipsia, polyuria, polyphagia, and weakness. Patients who develop symptoms
of hyperglycemia during treatment with atypical antipsychotics should undergo fasting blood glucose
testing. In some cases, hyperglycemia has resolved when the atypical antipsychotic was discontinued;
however, some patients required continuation of anti-diabetic treatment despite discontinuation of the
suspect drug.
Hyperprolactinemia: Like other drugs that antagonize dopamine D2 receptors, paliperidone elevates
prolactin levels and the elevation persists during chronic administration. Paliperidone has a prolactin-
elevating effect similar to that seen with risperidone, a drug that is associated with higher levels of prolactin
than other antipsychotic drugs.
Hyperprolactinemia, regardless of etiology, may suppress hypothalamic GnRH, resulting in reduced
pituitary gonadotrophin secretion. This, in turn, may inhibit reproductive function by impairing gonadal
steroidogenesis in both female and male patients. Galactorrhea, amenorrhea, gynecomastia, and
impotence have been reported in patients receiving prolactin-elevating compounds. Long-standing
hyperprolactinemia when associated with hypogonadism may lead to decreased bone density in both
female and male subjects.
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 considered in a
patient with previously detected breast cancer. An increase in the incidence of pituitary gland, mammary
gland, and pancreatic islet cell neoplasia (mammary adenocarcinomas, pituitary and pancreatic
adenomas) was observed in the risperidone carcinogenicity studies conducted in mice and rats [see
Nonclinical Toxicology (13.1) in full PI]. Neither clinical studies nor epidemiologic studies conducted to
date have shown an association between chronic administration of this class of drugs and tumorigenesis
in humans, but the available evidence is too limited to be conclusive.
Potential for Gastrointestinal Obstruction: Because the INVEGA® tablet is non-deformable and does not
appreciably change in shape in the gastrointestinal tract, INVEGA® should ordinarily not be administered
to patients with pre-existing severe gastrointestinal narrowing (pathologic or iatrogenic, for example:
esophageal motility disorders, small bowel inflammatory disease, “short gut” syndrome due to adhesions
or decreased transit time, past history of peritonitis, cystic fibrosis, chronic intestinal pseudoobstruction,
or Meckel’s diverticulum). There have been rare reports of obstructive symptoms in patients with known
strictures in association with the ingestion of drugs in non-deformable controlled-release formulations.
Because of the controlled-release design of the tablet, INVEGA® should only be used in patients who are
able to swallow the tablet whole [see Dosage and Administration (2.3) and Patient Counseling Information
(17.8) in full PI].
A decrease in transit time, e.g., as seen with diarrhea, would be expected to decrease bioavailability and
an increase in transit time, e.g., as seen with gastrointestinal neuropathy, diabetic gastroparesis, or other
 causes, would be expected to increase bioavailability. These changes in bioavailability are more likely
when the changes in transit time occur in the upper GI tract.
Orthostatic Hypotension and Syncope: Paliperidone can induce orthostatic hypotension and syncope in
some patients because of its alpha-blocking activity. In pooled results of the three placebo-controlled,
6-week, fixed-dose trials in subjects with schizophrenia, syncope was reported in 0.8% (7/850) of subjects
treated with INVEGA® (3 mg, 6 mg, 9 mg, 12 mg) compared to 0.3% (1/355) of subjects treated with placebo.
INVEGA® should be used with caution in patients with known cardiovascular disease (e.g., heart failure,
history of myocardial infarction or ischemia, conduction abnormalities), cerebrovascular disease, or
conditions that predispose the patient to hypotension (e.g., dehydration, hypovolemia, and treatment with
antihypertensive medications). Monitoring of orthostatic vital signs should be considered in patients who
are vulnerable to hypotension.
Leukopenia, Neutropenia, and Agranulocytosis: Class Effect: In clinical trial and/or postmarketing
experience, events of leukopenia/neutropenia have been reported temporally related to antipsychotic
agents, including INVEGA®. Agranulocytosis has also been reported.
Possible risk factors for leukopenia/neutropenia include pre-existing low white blood cell count (WBC)
and history of drug-induced leukopenia/neutropenia. Patients with a history of a clinically significant low
WBC or a drug-induced leukopenia/neutropenia should have their complete blood count (CBC) monitored
frequently during the first few months of therapy and discontinuation of INVEGA® should be considered
at the first sign of a clinically significant decline in WBC in the absence of other causative factors.
Patients with clinically significant neutropenia should be carefully monitored for fever or other symptoms
or signs of infection and treated promptly if such symptoms or signs occur. Patients with severe
neutropenia (absolute neutrophil count <1000/mm3) should discontinue INVEGA® and have their WBC
followed until recovery.
Potential for Cognitive and Motor Impairment: Somnolence was reported in subjects treated with INVEGA®

[see Adverse Reactions]. Antipsychotics, including INVEGA®, have the potential to impair judgment,
thinking, or motor skills. Patients should be cautioned about performing activities requiring mental
alertness, such as operating hazardous machinery or operating a motor vehicle, until they are reasonably
certain that paliperidone therapy does not adversely affect them.
Seizures: During premarketing clinical trials in subjects with schizophrenia (the three placebo-controlled,
6-week, fixed-dose studies and a study conducted in elderly schizophrenic subjects), seizures occurred
in 0.22% of subjects treated with INVEGA® (3 mg, 6 mg, 9 mg, 12 mg) and 0.25% of subjects treated with
placebo. Like other antipsychotic drugs, INVEGA® should be used cautiously in patients with a history of
seizures or other conditions that potentially lower the seizure threshold. Conditions that lower the seizure
threshold may be more prevalent in patients 65 years or older.
Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotic drug use.
Aspiration pneumonia is a common cause of morbidity and mortality in patients with advanced Alzheimer’s
dementia. INVEGA® and other antipsychotic drugs should be used cautiously in patients at risk for
aspiration pneumonia.
Suicide: The possibility of suicide attempt is inherent in psychotic illnesses, and close supervision of
high-risk patients should accompany drug therapy. Prescriptions for INVEGA® should be written for the
smallest quantity of tablets consistent with good patient management in order to reduce the risk of
overdose.
Priapism: Drugs with alpha-adrenergic blocking effects have been reported to induce priapism. Priapism
has been reported with INVEGA® during postmarketing surveillance. Severe priapism may require surgical
intervention.
Thrombotic Thrombocytopenic Purpura (TTP): No cases of TTP were observed during clinical studies with
paliperidone.  Although cases of TTP have been reported in association with risperidone administration,
the relationship to risperidone therapy is unknown.
Body Temperature Regulation: Disruption of the body’s ability to reduce core body temperature has been
attributed to antipsychotic agents. Appropriate care is advised when prescribing INVEGA® to patients
who will be experiencing conditions which may contribute to an elevation in core body temperature, e.g.,
exercising strenuously, exposure to extreme heat, receiving concomitant medication with anticholinergic
activity, or being subject to dehydration.

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS 
WITH DEMENTIA-RELATED PSYCHOSIS

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

(paliperidone) Extended-Release Tablets is not approved for the treatment of patients with
dementia-related psychosis. [see Warnings and Precautions]
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Antiemetic Effect: An antiemetic effect was observed in preclinical studies with paliperidone. This effect,
if it occurs in humans, may mask the signs and symptoms of overdosage with certain drugs or of conditions
such as intestinal obstruction, Reye’s syndrome, and brain tumor.
Use in Patients with Concomitant Illness: Clinical experience with INVEGA® in patients with certain
concomitant illnesses is limited [see Clinical Pharmacology (12.3) in full PI].
Patients with Parkinson’s Disease or Dementia with Lewy Bodies are reported to have an increased
sensitivity to antipsychotic medication. Manifestations of this increased sensitivity include confusion,
obtundation, postural instability with frequent falls, extrapyramidal symptoms, and clinical features
consistent with the neuroleptic malignant syndrome.
INVEGA® 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 trials. Because of the risk of orthostatic hypotension with INVEGA®, caution should
be observed in patients with known cardiovascular disease [see Warnings and Precautions].
Monitoring: Laboratory Tests: No specific laboratory tests are recommended.
ADVERSE REACTIONS 
The following are discussed in more detail in other sections of the labeling:
•  Increased mortality in elderly patients with dementia-related psychosis [see Boxed Warning and

Warnings and Precautions]
•  Cerebrovascular adverse events, including stroke, in elderly patients with dementia-related psychosis

[see Warnings and Precautions]
•  Neuroleptic malignant syndrome [see Warnings and Precautions] 
•  QT prolongation [see Warnings and Precautions]  
•  Tardive dyskinesia [see Warnings and Precautions] 
•  Hyperglycemia and diabetes mellitus [see Warnings and Precautions]
•  Hyperprolactinemia [see Warnings and Precautions]
•  Potential for Gastrointestinal Obstruction [see Warnings and Precautions]
•  Orthostatic hypotension and syncope [see Warnings and Precautions]
•  Leukopenia, neutropenia, and agranulocytosis [see Warnings and Precautions]
•  Potential for cognitive and motor impairment [see Warnings and Precautions]
•  Seizures [see Warnings and Precautions]
•  Dysphagia [see Warnings and Precautions]
•  Suicide [see Warnings and Precautions]
•  Priapism [see Warnings and Precautions]
•  Thrombotic thrombocytopenic purpura (TTP) [see Warnings and Precautions]
•  Disruption of body temperature regulation [see Warnings and Precautions]
•  Antiemetic effect [see Warnings and Precautions]
•  Increased sensitivity in patients with Parkinson’s disease or those with dementia with Lewy bodies [see

Warnings and Precautions]
•  Diseases or conditions that could affect metabolism or hemodynamic responses [see Warnings and

Precautions ]
The most common adverse reactions in clinical trials in subjects with schizophrenia (reported in 5% or
more of subjects treated with INVEGA® and at least twice the placebo rate in any of the dose groups)
were extrapyramidal symptoms, tachycardia, and akathisia. The most common adverse reactions in clinical
trials in patients with schizoaffective disorder (reported in 5% or more of subjects treated with INVEGA®

and at least twice the placebo rate) were extrapyramidal symptoms, somnolence, dyspepsia, constipation,
weight increased, and nasopharyngitis.
The most common adverse reactions that were associated with discontinuation from clinical trials in
subjects with schizophrenia (causing discontinuation in 2% of INVEGA®-treated subjects) were nervous
system disorders. The most common adverse reactions that were associated with discontinuation from
clinical trials in subjects with schizoaffective disorder were gastrointestinal disorders, which resulted in
discontinuation in 1% of INVEGA®-treated subjects. [See Adverse Reactions].
The safety of INVEGA® was evaluated in 1205 adult subjects with schizophrenia who participated in three
placebo-controlled, 6-week, double-blind trials, of whom 850 subjects received INVEGA® at fixed doses
ranging from 3 mg to 12 mg once daily. The information presented in this section was derived from pooled
data from these three trials. Additional safety information from the placebo-controlled phase of the
long-term maintenance study, in which subjects received INVEGA® at daily doses within the range of 
3 mg to 15 mg (n=104), is also included.
The safety of INVEGA® was also evaluated in 622 adult subjects with schizoaffective disorder who
participated in two placebo-controlled, 6-week, double-blind trials.  In one of these trials, 206 subjects
were assigned to one of two dose levels of INVEGA®: 6 mg with the option to reduce to 3 mg (n = 108) or
12 mg with the option to reduce to 9 mg (n = 98) once daily. In the other study, 214 subjects received flexible
doses of INVEGA® (3-12 mg once daily). Both studies included subjects who received INVEGA® either as
monotherapy or as an adjunct to mood stabilizers and/or antidepressants. Adverse events during exposure
to study treatment were obtained by general inquiry and recorded by clinical investigators using their own
terminology. Consequently, to provide a meaningful estimate of the proportion of individuals experiencing
adverse events, events were grouped in standardized categories using MedDRA terminology.
Throughout this section, adverse reactions are reported. Adverse reactions are adverse events that were
considered to be reasonably associated with the use of INVEGA® (adverse drug reactions) based on the
comprehensive assessment of the available adverse event information. A causal association for INVEGA®

often cannot be reliably established in individual cases. Further, because clinical trials are conducted
under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be
directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in
clinical practice.  
Commonly-Observed Adverse Reactions in Double-Blind, Placebo-Controlled Clinical Trials –
Schizophrenia: Table 1 enumerates the pooled incidences of adverse reactions reported in the three
placebo-controlled, 6-week, fixed-dose studies, listing those that occurred in 2% or more of subjects
treated with INVEGA® in any of the dose groups, and for which the incidence in INVEGA®-treated subjects
in any of the dose groups was greater than the incidence in subjects treated with placebo. 
Table 1. Adverse Reactions Reported by > 2% of INVEGA®-Treated Subjects with Schizophrenia in Three
Short-Term, Fixed-Dose, Placebo-Controlled Clinical Trials *: Body System or Organ Class Dictionary-
Derived Term followed by Percent of Patients Reporting Event Placebo (N=355) first, INVEGA® 3 mg once
daily (N=127) second, 6 mg once daily (N=235) third, 9 mg once daily (N=246) fourth, 12 mg once daily
(N=242) fifth: Total percentage of subjects with adverse reactions: 37, 48, 47, 53, 59; Cardiac disorders:
Atrioventricular block first degree 1, 2, 0, 2, 1; Bundle branch block 2, 3, 1, 3, <1; Sinus arrhythmia 0, 2, 1, 1,
<1;  Tachycardia 7, 14, 12, 12, 14; Gastrointestinal disorders: Abdominal pain upper 1, 1, 3, 2, 2; Dry mouth
1, 2, 3, 1, 3; Salivary hypersecretion<10<114; General disorders: Asthenia 1, 2, <1, 2, 2; Fatigue 1, 2, 1, 2, 2;
Nervous system disorders: Akathisia 4, 4, 3, 8, 10; Dizziness 4, 6, 5, 4, 5; Extrapyramidal symptoms 8, 10, 7,
20, 18; Headache 12, 11, 12, 14, 14; Somnolence  7, 6, 9, 10, 11; Vascular disorders: Orthostatic hypotension
1, 2, 1, 2, 4.* Table includes adverse reactions that were reported in 2% or more of subjects in any of the
INVEGA® dose groups and which occurred at greater incidence than in the placebo group. Data are pooled
from three studies; one study included once-daily INVEGA® doses of 3 mg and 9 mg, the second study
included 6 mg, 9 mg, and 12 mg, and the third study included 6 mg and 12 mg [see Clinical Studies (14) in
full PI]. Extrapyramidal symptoms includes the terms dyskinesia, dystonia, extrapyramidal disorder,
hypertonia, muscle rigidity, oculogyration, parkinsonism, and tremor. Somnolence includes the terms
sedation and somnolence. Tachycardia includes the terms tachycardia, sinus tachycardia, and heart rate
increased. Adverse reactions for which the INVEGA® incidence was equal to or less than placebo are not
listed in the table, but included the following: vomiting.
Commonly-Observed Adverse Reactions in Double-Blind, Placebo-Controlled Clinical Trials –
Schizoaffective Disorder: Table 2 enumerates the pooled incidences of adverse reactions reported in the
two placebo-controlled 6-week studies, listing those that occurred in 2% or more of subjects treated with
INVEGA® and for which the incidence in INVEGA®-treated subjects was greater than the incidence in
subjects treated with placebo.

Table 2. Adverse Drug Reactions Reported by 2% of INVEGA®-Treated Subjects with Schizoaffective
Disorder in Two Double-Blind, Placebo-Controlled Clinical Trials: Body System or Organ Class
Dictionary-Derived Term followed by Placebo (N=202) first, INVEGA® 3-6 mg once-daily fixed-dose range
(N=108) second, INVEGA® 9-12 mg once-daily fixed-dose range (N=98) third, INVEGA® 3-12 mg once-daily
flexible dose (N=214) fourth: Total percentage of subjects with adverse reactions: 32, 48, 50, 43; Cardiac
disorders: Tachycardia 2, 3, 1, 2; Gastrointestinal disorders: Abdominal discomfort/Abdominal pain upper
1, 1, 0, 3; Constipation 2, 4, 5, 4; Dyspepsia 2, 5, 6, 6; Nausea 6, 8, 8, 5; Stomach discomfort 1, 0, 1, 2; General
disorders: Asthenia 1, 3, 4, <1; Infections and Infestations: Nasopharyngitis 1, 2, 5, 3; Rhinitis 0, 1, 3, 1;
Upper respiratory tract infection 1, 2, 2, 2; Investigations: Weight increased 1, 5, 4, 4; Metabolism and
nutrition disorders: Decreased appetite <1, 1, 0, 2; Increased appetite <1, 3, 2, 2; Musculoskeletal and
connective tissue disorders: Back pain 1, 1, 1, 3; Myalgia <1, 2, 4, 1; Nervous system 
disorders: Akathisia 4, 4, 6, 6; Dysarthria 0, 1, 4, 2; Extrapyramidal symptoms 8, 20, 17, 12; Somnolence 5,
12, 12, 8; Psychiatric disorders: Sleep disorder <1, 2, 3, 0; Respiratory, thoracic and mediastinal disorders:
Cough 1, 1, 3, 1; Pharyngolaryngeal pain <1, 0, 2, 1. *  Table includes adverse reactions that were reported
in 2% or more of subjects in any of the INVEGA® dose groups and which occurred at greater incidence
than in the placebo group. Data are pooled from two studies. One study included once-daily INVEGA®

doses of 6 mg (with the option to reduce to 3 mg) and 12 mg (with the option to reduce to 9 mg). The second
study included flexible once-daily doses of 3 to 12 mg. Among the 420 subjects treated with INVEGA®, 230
(55%) received INVEGA® as monotherapy and 190 (45%) received INVEGA® as an adjunct to mood
stabilizers and/or antidepressants. Somnolence includes the terms sedation and somnolence. Tachycardia
includes the terms tachycardia, sinus tachycardia, and heart rate increased. All EPS-related terms are
grouped under “extrapyramidal symptoms”.
Monotherapy versus Adjunctive Therapy: The designs of the two placebo-controlled, 6-week, double-blind
trials in subjects with schizoaffective disorder included the option for subjects to receive antidepressants
(except monoamine oxidase inhibitors) and/or mood stabilizers (lithium, valproate, or lamotrigine). In the
subject population evaluated for safety, 230 (55%) subjects received INVEGA® as monotherapy and 190
(45%) subjects received INVEGA® as an adjunct to mood stabilizers and/or antidepressants. When
comparing these 2 subpopulations, only nausea occurred at a greater frequency (> 3% difference) in
subjects receiving INVEGA® as monotherapy.
Other Adverse Reactions Observed During Premarketing Evaluation of INVEGA®: The following additional
adverse reactions occurred in < 2% of INVEGA®-treated subjects in the above schizophrenia and
schizoaffective disorder clinical trial datasets.
Cardiac disorders: bradycardia, palpitations
Eye disorders: vision blurred
Gastrointestinal disorders: abdominal pain, small intestinal obstruction, swollen tongue
General disorders: edema
Immune system disorders: anaphylactic reaction
Nervous system disorders: dizziness postural, grand mal convulsion, lethargy, syncope 
Psychiatric disorders: nightmare
Reproductive system and breast disorders: amenorrhea, breast discharge, breast engorgement, breast
pain, erectile dysfunction, galactorrhea, gynecomastia, menstruation irregular
Vascular disorders: hypotension, ischemia
Discontinuations Due to Adverse Reactions: Schizophrenia Trials:The percentages of subjects who
discontinued due to adverse reactions in the three schizophrenia placebo-controlled, 6-week, fixed-dose
studies were 3% and 1% in INVEGA®- and placebo-treated subjects, respectively. The most common
reasons for discontinuation were nervous system disorders (2% and 0% in INVEGA®- and placebo-treated
subjects, respectively).
Schizoaffective Disorder Trials: The percentages of subjects who discontinued due to adverse reactions
in the two schizoaffective disorder placebo-controlled 6-week studies were 1% and <1% in INVEGA®- and
placebo-treated subjects, respectively. The most common reasons for discontinuation were
gastrointestinal disorders (1% and 0% in INVEGA®- and placebo-treated subjects, respectively).
Dose-Related Adverse Reactions: Schizophrenia Trials: Based on the pooled data from the three
placebo-controlled, 6-week, fixed-dose studies in subjects with schizophrenia, among the adverse
reactions that occurred with a greater than 2% incidence in the subjects treated with INVEGA®, the
incidences of the following adverse reactions increased with dose: somnolence, orthostatic hypotension,
akathisia, dystonia, extrapyramidal disorder, hypertonia, parkinsonism, and salivary hypersecretion. For
most of these, the increased incidence was seen primarily at the 12 mg dose, and, in some cases, the 
9 mg dose.
Schizoaffective Disorder Trials: In a placebo-controlled, 6-week, high- and low-dose study in subjects with
schizoaffective disorder, akathisia, dystonia, dysarthria, myalgia, nasopharyngitis, rhinitis, cough, and
pharyngolaryngeal pain occurred more frequently (i.e., a difference of at least 2%) in subjects who received
higher doses of INVEGA®  compared with subjects who received lower doses.
Demographic Differences: An examination of population subgroups in the three placebo-controlled,
6-week, fixed-dose studies in subjects with schizophrenia and in the two placebo-controlled, 6-week
studies in subjects with schizoaffective disorder did not reveal any evidence of clinically relevant
differences in safety on the basis of gender or race alone; there was also no difference on the basis of
age [see Use in Specific Populations].
Extrapyramidal Symptoms (EPS): Pooled data from the three placebo-controlled, 6-week, fixed-dose
studies in subjects with schizophrenia provided information regarding treatment-emergent EPS. Several
methods were used to measure EPS: (1) the Simpson-Angus global score (mean change from baseline)
which broadly evaluates Parkinsonism, (2) the Barnes Akathisia Rating Scale global clinical rating score
(mean change from baseline) which evaluates akathisia, (3) use of anticholinergic medications to treat
emergent EPS (Table 3), and (4) incidence of spontaneous reports of EPS (Table 4). For the Simpson-Angus
Scale, spontaneous EPS reports and use of anticholinergic medications, there was a dose-related increase
observed for the 9 mg and 12 mg doses. There was no difference observed between placebo and INVEGA®

3 mg and 6 mg doses for any of these EPS measures.
Table 3. Treatment-Emergent Extrapyramidal Symptoms (EPS) Assessed by Incidence of Ratings Scales
and Use of Anticholinergic Medication – Schizophrenia Studies: EPS Group followed by Percentage of
Patients Placebo (N=355) first, INVEGA® 3 mg once daily (N=127) second, 6 mg once daily (N=235) third,
9 mg once daily (N=246) fourth, 12 mg once daily (N=242) fifth: Parkinsonisma 9, 11, 3, 15, 14; Akathisiab

6, 6, 4, 7, 9; Use of anticholinergic medicationsc 10, 10, 9, 22, 22. a: For Parkinsonism, percent of patients
with Simpson-Angus global score > 0.3 (Global score defined as total sum of items score divided by the
number of items); b: For Akathisia, percent of patients with Barnes Akathisia Rating Scale global score 
> 2; c: Percent of patients who received anticholinergic medications to treat emergent EPS
Table 4. Treatment-Emergent Extrapyramidal Symptoms (EPS)-Related Adverse Events by MedDRA
Preferred Term – Schizophrenia Studies: EPS Group followed by Percentage of Patients Placebo (N=355)
first, INVEGA® 3 mg once daily (N=127) second, 6 mg once daily (N=235) third, 9 mg once daily (N=246)
fourth, 12 mg once daily (N=242) fifth: Overall percentage of patients with EPS-related AE 11, 13, 10, 25, 26;
Dyskinesia 3, 5, 3, 8, 9; Dystonia 1, 1, 1, 5, 5; Hyperkinesia 4, 4, 3, 8, 10; Parkinsonism 2, 3, 3, 7, 6; Tremor 3,
3, 3, 4, 3.
Dyskinesia group includes: Dyskinesia, extrapyramidal disorder, muscle twitching, tardive dyskinesia
Dystonia group includes: Dystonia, muscle spasms, oculogyration, trismus
Hyperkinesia group includes: Akathisia, hyperkinesia
Parkinsonism group includes: Bradykinesia, cogwheel rigidity, drooling, hypertonia, hypokinesia, muscle
rigidity, musculoskeletal stiffness, parkinsonism 
Tremor group includes: Tremor
Compared to data from the studies in schizophrenia, pooled data from the two placebo-controlled 6-week
studies in subjects with schizoaffective disorder showed similar types and frequencies of EPS as measured
by rating scales, anticholinergic medication use, and spontaneous reports of EPS-related adverse events.
For subjects with schizoaffective disorder, there was no dose-related increase in EPS observed for
parkinsonism with the Simpson-Angus scale or akathisia with the Barnes Akathisia Rating Scale. There
was a dose-related increase observed with spontaneous EPS reports of  hyperkinesia and dystonia and
in the use of anticholinergic medications.
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Table 5 shows the EPS data from the pooled schizoaffective disorder trials.
Table 5. Treatment-Emergent Extrapyramidal Symptoms (EPS)-Related Adverse Events by MedDRA
Preferred Term – Schizoaffective Disorder Studies: EPS Group followed by Percentage of Patients Placebo
(N=202) first, INVEGA® 3-6 mg once-daily fixed-dose range (N=108) second, 9-12 mg once-daily fixed-dose
range (N=98) third, 3-12 mg once-daily flexible dose (N=214): Overall percentage of patients with
EPS-related AE 11, 23, 22, 17; Dyskinesia 1, 3, 1, 1; Dystonia 1, 2, 3, 2; Hyperkinesia 5, 5, 8, 7; Parkinsonism
3, 14, 7, 7; Tremor 3, 12, 11, 5.
Dyskinesia group includes: Dyskinesia, muscle twitching
Dystonia group includes: Dystonia, muscle spasms, oculogyration
Hyperkinesia group includes: Akathisia, hyperkinesia, restlessness
Parkinsonism group includes: Bradykinesia, drooling, hypertonia, muscle rigidity, muscle tightness,
musculoskeletal stiffness, parkinsonian gait, parkinsonism 
Tremor group includes: Tremor
Dystonia: Class Effect: Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may
occur in susceptible individuals during the first few days of treatment. Dystonic symptoms include: spasm
of the neck muscles, sometimes progressing to tightness of the throat, swallowing difficulty, difficulty
breathing, and/or protrusion of the tongue. While these symptoms can occur at low doses, they occur
more frequently and with greater severity with high potency and at higher doses of first generation
antipsychotic drugs. An elevated risk of acute dystonia is observed in males and younger age groups.
Laboratory Test Abnormalities: In the pooled data from the three placebo-controlled, 6-week, fixed-dose
studies in subjects with schizophrenia and from the two placebo-controlled, 6-week studies in subjects
with schizoaffective disorder, between-group comparisons revealed no medically important differences
between INVEGA® and placebo in the proportions of subjects experiencing potentially clinically significant
changes in routine serum chemistry, hematology, or urinalysis parameters. Similarly, there were no
differences between INVEGA® and placebo in the incidence of discontinuations due to changes in
hematology, urinalysis, or serum chemistry, including mean changes from baseline in fasting glucose,
insulin, c-peptide, triglyceride, HDL, LDL, and total cholesterol measurements. However, INVEGA® was
associated with increases in serum prolactin [see Warnings and Precautions].
Weight Gain: Schizophrenia Trials: In the pooled data from the three placebo-controlled, 6-week,
fixed-dose studies in subjects with schizophrenia, the proportions of subjects meeting a weight gain
criterion of  >7% of body weight were compared, revealing a similar incidence of weight gain for INVEGA®

3 mg and 6 mg (7% and 6%, respectively) compared with placebo (5%), and a higher incidence of weight
gain for INVEGA® 9 mg and 12 mg (9% and 9%, respectively).
Schizoaffective Disorder Trials: In the pooled data from the two placebo-controlled, 6-week studies in
subjects with schizoaffective disorder, a higher percentage of INVEGA®-treated subjects (5%) had an
increase in body weight of > 7% compared with placebo-treated subjects (1%). In the study that examined
high- and low-dose groups, the increase in body weight of > 7% was 3% in the low-dose group, 7% in the
high-dose group, and 1% in the placebo group.
Other Findings Observed During Clinical Trials: The safety of INVEGA® was also evaluated in a long-term
trial designed to assess the maintenance of effect with INVEGA® in adults with schizophrenia [see Clinical
Studies (14) in full PI]. In general, adverse reaction types, frequencies, and severities during the initial
14-week open-label phase of this study were comparable to those observed in the 6-week,
placebo-controlled, fixed-dose studies. Adverse reactions reported during the long-term double-blind
phase of this study were similar in type and severity to those observed in the initial 14-week open-label
phase.
Postmarketing Experience: The following adverse reaction has been identified during postapproval use
of INVEGA®; because this reaction was reported voluntarily from a population of uncertain size, it is not
possible to reliably estimate its frequency: priapism.
Adverse Reactions Reported With Risperidone: Paliperidone is the major active metabolite of risperidone.
Adverse reactions reported with risperidone can be found in the ADVERSE REACTIONS section of the
risperidone package insert.
DRUG INTERACTIONS
Potential for INVEGA® to Affect Other Drugs: Given the primary CNS effects of paliperidone [see Adverse
Reactions], INVEGA® should be used with caution in combination with other centrally acting drugs and
alcohol. Paliperidone may antagonize the effect of levodopa and other dopamine agonists.
Because of its potential for inducing orthostatic hypotension, an additive effect may be observed when
INVEGA® is administered with other therapeutic agents that have this potential [see Warnings and
Precautions].
Paliperidone is not expected to cause clinically important pharmacokinetic interactions with drugs that
are metabolized by cytochrome P450 isozymes. In vitro studies in human liver microsomes showed that
paliperidone does not substantially inhibit the metabolism of drugs metabolized by cytochrome P450
isozymes, including CYP1A2, CYP2A6, CYP2C8/9/10, CYP2D6, CYP2E1, CYP3A4, and CYP3A5. Therefore,
paliperidone is not expected to inhibit clearance of drugs that are metabolized by these metabolic
pathways in a clinically relevant manner. Paliperidone is also not expected to have enzyme inducing
properties.
Paliperidone is a weak inhibitor of P-glycoprotein (P-gp) at high concentrations. No in vivo data are
available and the clinical relevance is unknown.
Pharmacokinetic interaction between lithium and INVEGA® is unlikely.
In a clinical study, subjects on a stable dose of valproate showed comparable valproate average plasma
concentrations when 3-15 mg of INVEGA® was added to their existing valproate treatment.
Potential for Other Drugs to Affect INVEGA®: Paliperidone is not a substrate of CYP1A2, CYP2A6, CYP2C9,
and CYP2C19, so that an interaction with inhibitors or inducers of these isozymes is unlikely. While in vitro
studies indicate that CYP2D6 and CYP3A4 may be minimally involved in paliperidone metabolism, in vivo
studies do not show decreased elimination by these isozymes and they contribute to only a small fraction
of total body clearance. In vitro studies have shown that paliperidone is a P-gp substrate.
Co-administration of INVEGA® 6 mg once daily with carbamazepine 200 mg twice daily caused a decrease
of approximately 37% in the mean steady-state Cmax and AUC of paliperidone. This decrease is caused, to
a substantial degree, by a 35% increase in renal clearance of paliperidone. A minor decrease in the amount
of drug excreted unchanged in the urine suggests that there was little effect on the CYP metabolism or
bioavailability of paliperidone during carbamazepine co-administration. On initiation of carbamazepine,
the dose of INVEGA® should be re-evaluated and increased if necessary. Conversely, on discontinuation
of carbamazepine, the dose of INVEGA® should be re-evaluated and decreased if necessary.
Paliperidone is metabolized to a limited extent by CYP2D6 [see Clinical Pharmacology (12.3) in full PI]. In
an interaction study in healthy subjects in which a single 3 mg dose of INVEGA® was administered
concomitantly with 20 mg per day of paroxetine (a potent CYP2D6 inhibitor), paliperidone exposures were
on average 16% (90% CI: 4, 30) higher in CYP2D6 extensive metabolizers. Higher doses of paroxetine have
not been studied. The clinical relevance is unknown.
Co-administration of a single dose of INVEGA® 12 mg with divalproex sodium extended-release tablets
(two 500 mg tablets once daily) resulted in an increase of approximately 50% in the Cmax and AUC of
paliperidone. Dosage reduction for INVEGA® should be considered when INVEGA® is co-administered
with valproate after clinical assessment.
Pharmacokinetic interaction between lithium and INVEGA® is unlikely. 
USE IN SPECIFIC POPULATIONS
Pregnancy: Pregnancy Category C.: There are no adequate and well controlled studies of INVEGA® in
pregnant women. INVEGA® should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.
Use of first generation antipsychotic drugs during the last trimester of pregnancy has been associated
with extrapyramidal symptoms in the neonate. These symptoms are usually self-limited. It is not known
whether paliperidone, when taken near the end of pregnancy, will lead to similar neonatal signs and
symptoms.

In animal reproduction studies, there were no increases in fetal abnormalities when pregnant rats and
rabbits were treated during the period of organogenesis with up to 8 times the maximum recommended
human dose of paliperidone (on a mg/m2 basis).
In rat reproduction studies with risperidone, which is extensively converted to paliperidone in rats and
humans, there were increases in pup deaths seen at oral doses which are less than the maximum
recommended human dose of risperidone on a mg/m2 basis (see risperidone package insert).
Nursing Mothers: Paliperidone is 9-hydroxyrisperidone, the active metabolite of risperidone. In animal
studies, risperidone and 9-hydroxyrisperidone were excreted in milk. Risperidone and 9-hydroxyrisperidone
are also excreted in human breast milk. Caution should be exercised when INVEGA® is administered to a
nursing woman.  The known benefits of breastfeeding should be weighed against the unknown risks of
infant exposure to paliperidone.
Pediatric Use: Safety and effectiveness of INVEGA® in patients < 18 years of age have not been established.
Geriatric Use: The safety, tolerability, and efficacy of INVEGA® were evaluated in a 6-week
placebo-controlled study of 114 elderly subjects with schizophrenia (65 years of age and older, of whom
21 were 75 years of age and older). In this study, subjects received flexible doses of INVEGA® (3 mg to 
12 mg once daily). In addition, a small number of subjects 65 years of age and older were included in the
6-week placebo-controlled studies in which adult schizophrenic subjects received fixed doses of INVEGA®

(3 mg to 15 mg once daily) [see Clinical Studies (14) in full PI]. There were no subjects > 65 years of age in
the schizoaffective disorder studies.
Overall, of the total number of subjects in schizophrenia clinical studies of INVEGA® (n = 1796), including
those who received INVEGA® or placebo, 125 (7.0%) were 65 years of age and older and 22 (1.2%) were
75 years of age and older. No overall differences in safety or effectiveness were observed between these
subjects and younger subjects, and other reported clinical experience has not identified differences in
response between the elderly and younger patients, but greater sensitivity of some older individuals cannot
be ruled out.
This drug is known to be substantially excreted by the kidney and clearance is decreased in patients with
moderate to severe renal impairment [see Clinical Pharmacology (12.3) in full PI], who should be given
reduced doses. 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 [see Dosage and Administration
(2.5) in full PI].
Renal Impairment: Dosing must be individualized according to the patient’s renal function status [see
Dosage and Administration (2.5) in full PI].
Hepatic Impairment: No dosage adjustment is required in patients with mild to moderate hepatic
impairment. INVEGA® has not been studied in patients with severe hepatic impairment. 
DRUG ABUSE AND DEPENDENCE
Controlled Substance: INVEGA® (paliperidone) is not a controlled substance.
Abuse: Paliperidone has not been systematically studied in animals or humans for its potential for abuse.
It is not possible to predict the extent to which a CNS-active drug will be misused, diverted, and/or abused
once marketed. Consequently, patients should be evaluated carefully for a history of drug abuse, and such
patients should be observed closely for signs of INVEGA® misuse or abuse (e.g., development of tolerance,
increases in dose, drug-seeking behavior).
Dependence: Paliperidone has not been systematically studied in animals or humans for its potential for
tolerance or physical dependence.
OVERDOSAGE
Human Experience: While experience with paliperidone overdose is limited, among the few cases of
overdose reported in pre-marketing trials, the highest estimated ingestion of INVEGA® was 405 mg.
Observed signs and symptoms included extrapyramidal symptoms and gait unsteadiness. Other potential
signs and symptoms include those resulting from an exaggeration of paliperidone’s known pharmacological
effects, i.e., drowsiness and somnolence, tachycardia and hypotension, and QT prolongation.
Paliperidone is the major active metabolite of risperidone. Overdose experience reported with risperidone
can be found in the OVERDOSAGE section of the risperidone package insert.
Management of Overdosage: There is no specific antidote to paliperidone, therefore, appropriate
supportive measures should be instituted and close medical supervision and monitoring should continue
until the patient recovers. Consideration should be given to the extended-release nature of the product
when assessing treatment needs and recovery. Multiple drug involvement should also be considered.
In case of acute overdose, establish and maintain an airway and ensure adequate oxygenation and
ventilation. Gastric lavage (after intubation if patient is unconscious) and administration of activated
charcoal together with a laxative should be considered.
The possibility of obtundation, seizures, or dystonic reaction of the head and neck following overdose may
create a risk of aspiration with induced emesis.
Cardiovascular monitoring should commence immediately, including continuous electrocardiographic
monitoring for possible arrhythmias. If antiarrhythmic therapy is administered, disopyramide, procainamide,
and quinidine carry a theoretical hazard of additive QT-prolonging effects when administered in patients
with an acute overdose of paliperidone. Similarly the alpha-blocking properties of bretylium might be
additive to those of paliperidone, resulting in problematic hypotension.
Hypotension and circulatory collapse should be treated with appropriate measures, such as intravenous
fluids and/or sympathomimetic agents (epinephrine and dopamine should not be used, since beta
stimulation may worsen hypotension in the setting of paliperidone-induced alpha blockade). In cases of
severe extrapyramidal symptoms, anticholinergic medication should be administered.
Inactive ingredients are carnauba wax, cellulose acetate, hydroxyethyl cellulose, propylene glycol,
polyethylene glycol, polyethylene oxides, povidone, sodium chloride, stearic acid, butylated
hydroxytoluene, hypromellose, titanium dioxide, and iron oxides. The 3 mg tablets also contain lactose
monohydrate and triacetin.
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BY MARK MORAN

The lead researcher of a recent study believes that the findings are relevant 
to the current Medicare Part D program because of continuing problems 
associated with re-randomizing patients to new plans.

Early Part D Access Problems
May Not Be Resolved

 government   news

Patients with serious mental ill-
ness enrolled in the Medicare 
Part D prescription drug pro-
gram who experienced prob-
lems accessing medications 

in the 12 months following initiation of 
the program in January 2006 were signifi -
cantly more likely to visit an emergency 
department during that period. 

Forty-four percent of patients who were 
dually eligible for Medicare and Medicaid 
experienced a problem accessing medica-
tions in the transition from Medicaid to 
Part D coverage. Among this group, the 

average predicted probability of visiting 
an emergency department was signifi -
cantly greater than among those who did 
not experience an access problem.

“These fi ndings are some of the fi rst to 
look at the impact of Part D on dual-eligi-
ble patients with serious mental illnesses,” 
lead author Haiden Huskamp, Ph.D., told 
Psychiatric News. “We found that many 
dual eligibles had problems accessing med-
ications after being switched from Med-
icaid drug coverage to a Part D plan and 
that individuals who did were more likely 

to use psychiatric ED [emergency depart-
ment] care, raising concerns about nega-
tive impacts of Part D on quality of care 
for these individuals.

“Clinicians treating dual-eligible 
patients with mental illness need to be 
aware of the potential problems in access-
ing medications that may be experienced 
by their patients who are automatically 
assigned to plans that may or may not meet 
their medication needs,” she said.

Huskamp is an associate professor of 
health care policy at Harvard Medical 
School.

The fi ndings were derived from a 
study of psychiatrists randomly selected 
from the AMA’s master physician fi le and 
were reported in the September Psychiat-
ric Services. The study analyzes data gath-
ered by the American Psychiatric Institute 
for Research and Education (APIRE) on 
medication-access problems in the period 
January-December 2006. Darrel Regier, 
M.D, M.P.H., director of APIRE, and 
Joyce West, Ph.D., M.P.P., senior scien-
tist with APIRE, are the coauthors.

(A previous study by APIRE on access 
problems based on Part D’s fi rst four 
months was published in the American 
Journal of Psychiatry in May 2007.)

In the new Psychiatric Services study, 
surveyed psychiatrists provided informa-
tion on a fi nal sample size of 908 dually 
eligible patients. 

Each psychiatrist in the study was ran-
domly assigned one of 21 start days and 
times to report on the next dually eligi-

ble patient treated during 
the psychiatrist’s last typi-
cal workweek. For each 
pat ient included in the 
study on whom the psychi-
atrist reported, research-
ers obtained data on the 
patient’s sociodemographic 
characteristics, treatment 
set t ing, diagnosis, and 
clinical characteristics and 

whether the patient experi-
enced specifi c medication-
access problems. 

They a l so obta ined 
information on emergency 
department visits related 
to the patient’s psychiatric illness and 
psychiatric hospitalizations during the 
study period.

Individuals who did and did not expe-
rience medication-access problems were 
matched using “propensity score match-
ing,” a statistical method of creating pairs 
while adjusting for confounding fac-
tors. After creating a matched sample of 
individuals who did and individuals who 
did not experience a medication-access 
problem, the researchers estimated two 
variables: the likelihood of having any 
emergency department visits and any hos-
pitalization days for a psychiatric illness in 
the 12 months after initiation of the Part D 

M ost Medicare Part D benefi ciaries 
are expected to encounter only 
small increases—an average of 

6 percent—in their insurance premiums 
in 2010. However, some low-income par-
ticipants could be shifted automatically 
to lower-cost plans if they don’t indicate 
that they wish to remain with their current 
plan when Medicare offi cials notify them 
about the impending change.

The Centers for Medicare and Medicaid 
Services (CMS) announced in August that 
early plan bids indicated that the majority 
of benefi ciaries enrolled in Part D prescrip-
tion drug plans would have monthly pre-
mium increases that average only $2. That 
increase would bring the average monthly 
premium to $30 next year.

However, the changes could seriously 
affect some benefi ciaries, particularly low-
income subsidy (LIS) benefi ciaries in plans 
with 2010 premiums that are higher than 
the subsidy the federal government will pay 
toward their coverage. In such cases, CMS 
automatically assigns benefi ciaries to new 
lower-cost plans unless they ask not to be 
switched. Medicare offi cials estimate that 
about 800,000 LIS benefi ciaries will need 
to move to a plan charging at or below the 
benchmark subsidy amount or face auto-
matic reassignment. LIS benefi ciaries can 
opt to stay in the same plan, but they must 
pay any costs above the subsidy amount.

BY RICH DALY

Changes in Medicare Part D may mean new drug coverage plans for 
enrollees, including low-income beneficiaries with subsidized incomes, 
unless they take action.

Some Part D Benefi ciaries Could Face
Diffi culty Getting Psychiatric Drugs

Nearly 10 million benefi ciaries receive 
prescription drug coverage through the 
LIS benefi t, and it can amount to substan-
tial fi nancial assistance. Generally, Part 
D benefi ciaries are responsible for pay-
ing monthly premiums, an annual deduct-
ible, and copayments. Those who qualify 
for full LIS assistance pay no deductible or 
monthly premiums, however, and they are 
not subject to falling into Part D’s “donut 
hole”—the coverage gap in prescription-
drug costs that begins when the benefi ciary 
has paid $2,700 out of pocket and ends when 
the benefi ciary reaches $4,350.

Any reassignment to a new plan could 
seriously impact Part D benefi ciaries with 
mental illness because not all drug plans 
cover psychotropic medications equally.

CMS offi cials said they would release 
further details on Part D changes as well 
as on premiums and benefi ts for Medicare 
Advantage plans in late September.

“Although most Part D plans should 
have relatively stable premiums, all bene-
fi ciaries should compare their current cov-
erage with the plans that will be offered in 
2010 when information becomes available 
in October,” said Jonathan Blum, acting 
director of CMS’s Center for Health Plan 
Choices, in a written statement.

More information on 2010 Part D 
enrollment and related topics can be ac-
cessed at <www.medicare.gov>. ■

program in January 2006, and the number 

of emergency department visits and hos-
pital days. 

Three possible medication-access prob-
lems were assessed in the current study: 
being unable to access clinically indi-
cated refi lls or new prescriptions because 
the drugs were not covered or approved, 
being stable on a clinically desired or indi-
cated medication but switching to a differ-
ent drug because refi lls were not covered 
or approved, and problems accessing medi-
cations because of copayments.

Huskamp and colleagues found that 
400 patients, or 44 percent of the sample, 

BY RICH DALY

Critics cast doubt on the idea that federal funding for voluntary home-
visitation programs nationwide would reduce the so-called epidemic of 
parental child abuse and neglect.

Home-Visitation Advocates
Confront Chorus of Doubts

please see Home Visitation on page 36

A psychiatrist-legislator’s little-
noticed provision in one of the 
1,000-plus-page health care reform 

bills in Congress would create the fi rst fed-
erally funded program for home visits to 
expectant mothers and families with chil-
dren under age 6. However, the program 
has drawn criticism from some “family 
rights” groups over concerns about its effi -
cacy and appropriateness.

The legislation to establish a regular 
funding stream for such a voluntary pro-
gram was sponsored by Rep. Jim McDer-
mott (D-Wash.), a child psychiatrist. 
He and other supporters said that exist-
ing nonfederal home-visitation programs 
have provided critical supports to families 
in need. 

“Home-visitation programs have a 
proven track record of increasing the 
chances that a child will have a safer, 
healthier, and more productive life,” said 
McDermott in a written statement in 
July. Home-visitation programs generally 
entail various types of health care work-
ers—including nurses and mental health 
counselors—surveying the homes of fam-
ilies over many months or years and offer-
ing parenting advice.

Home-visitation programs, which 
have existed in various forms for several 
decades, have long received funding from 
state and local governments and private 
entities. The programs have functioned 
with a variety of purposes, but they are fre-

Medication Access Problems 
Common Under Part D 
In a study of patients eligible for Medicare and Medicaid who were 
enrolled in Medicare Part D in the program’s first year (2006), 
medication-access problems were assessed in the three categories 
shown below. 

% of individuals with access problems
0 5 10 15 20 25 30 35

Source: Psychiatric Services, September 2009

Lack of coverage

Lack of access to refills, 
requiring medication switch

Copayment problems

35%

19%

22%

318

170

200

please see Access on page 36

“Medication-access 
issues due to plan 

switching or changes in 
plan coverage rules are 
likely to still be an issue 
for a large number of 

dual eligibles.”
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Cost Pressures Increase Odds 
That Health Reform Will Pass

government news

A lthough the exact size and 
scope of a fi nal health care 
overhaul measure remains 
unclear, many experts con-
tinue to view as inevitable 

enactment of some type of reform legisla-
tion this year.

The ability of President Obama and 
Democratic leaders in Congress to get a 
health care reform measure passed this year 
was cast into doubt because of massive cost 
estimates released in July by the Congres-
sional Budget Offi ce and raucous town-hall 
meetings in August dominated by constitu-
ents opposed to reform proposals.

 But those developments have not 
altered the basic realities that employ-
ees expect employers to provide health 
insurance and that health insurance is 
becoming increasingly unaffordable for 
both parties.

“When push comes to shove, even if it 
ends up just being the interest groups with 
the Democratic Party, I think you will in 
fact see something that is relatively com-

Despite contentious developments over the summer with regard to health 
care reform, the current system’s spiraling costs have kept payers united 
in pushing for reform legislation this year.

BY RICH DALY

prehensive” this year, said Dallas Salis-
bury, president and CEO of the Employee 
Benefi ts Research Institute, at a forum 
sponsored by the Alliance for Health 
Reform last month in Washington, D.C.

His belief that Congress will enact 
some type of health reform was based 
on his research indicating that employ-
ers know their workers need insurance 
coverage but are increasingly unable to 
pay for it. For instance, he found that 
35 percent of employees identify their 
employer’s health insurance policy as 
the most important reason they sought 
their job.

The same inexorable cost pressures 
led Gail Wilensky, who once headed the 
agency now known as the Centers for 
Medicare and Medicaid Services, to agree 
that it is inevitable that Congress will pass 
a bill this year that not only reforms health 
insurance but also overhauls how health 
care is provided.

“We need expanded coverage and 
reforms of the health insurance mar-

ket, but sustainability in spending and 
improving the quality and clinical 
appropriateness are even more impor-
tant,” she said. 

Among the key reforms to reduce costs 
that Wilensky expects Congress to enact 
are incentives to reduce unnecessary hos-
pital readmissions and cuts in “generous” 

Medicare nursing home reimburse-
ment rates. Halving the number of 
unnecessary hospital readmissions—
which demonstration projects have 
attained in some locations—would 
reduce Medicare spending by $100 
billion over 10 years, according to 
Glen Thorpe, chair of the Depart-
ment of Health Policy and Manage-
ment at Emory University.

Thorpe also expects a reform 
measure to be passed this year; how-
ever, he suggested that an incremen-
tal approach is possible. It could take 
several years of passing small reform 
packages to meet the two general 
goals that have drawn broad con-
sensus: universal insurance coverage 
and cost control to slow health care 
spending growth.

The two main cost-control 
approaches that Thorpe expects to 
be part of a reform law will aim to 
reduce the number of clinically obese 
Americans and improve care for peo-
ple with chronic illness. He hailed 
several pilot programs to improve 
care coordination for Medicare ben-

efi ciaries with chronic illness, who now 
have almost no such integrated care, even 
though 95 percent have multiple chronic 
conditions. Effective reform would iden-
tify which approaches—such as programs 
that assign one physician as a patient’s 
coordinator—are most effective and then 
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Kirsten Beronio, vice president for public policy and 
advocacy at Mental Health America, tells congres-
sional staff at a September briefi ng that health care 
reform could help control the future growth in costs 
if the fi nal measure includes the mental health and 
substance abuse prevention, detection, and treat-
ment provisions of some bills under consideration.

please see Health Reform on page 36



11PSYCHIATRIC NEWS / October 2, 2009

2 mg 5 mg 25 mg
berry-flavored chewable dispersible tablets

25 mg 100 mg 150 mg 200 mg
scored tablets

25 mg 50 mg 100 mg 200 mg
once-daily round tablets with white center

25 mg 50 mg 100 mg 200 mg
cherry-flavored disintegrating tablets

*Lamisil (terbinafine HCI tablets) and Ludiomil (maprotiline HCI) are registered trademarks of Novartis Pharmaceuticals Corporation. 
Lomotil (diphenoxylate HCI, atropine sulfate) is a registered trademark of G.D. Searle LLC.

If you become aware of an adverse event or prescription dispensing error involving these products, please contact
GlaxoSmithKline at 1-800-334-4153; the USP Medication Errors Reporting Program at 1-800-233-7767 (for medication 
only); or the MedWatch program by phone at 1-800-FDA-1088, by fax at 1-800-FDA-0178, by the Internet at
www.fda.gov/medwatch, or by mail at MedWatch, 5600 Fishers Lane, Rockville, MD 20852-9787. 

• The name LAMICTAL or lamotrigine can be confused with the names of other commonly used medications
including Lamisil,* lamivudine, Ludiomil,* labetalol, and Lomotil*
– Patients who do not receive LAMICTAL would be inadequately treated and could experience serious consequences
– Conversely, patients erroneously receiving LAMICTAL, especially high initial doses, would be unnecessarily subjected

to a risk of serious side effects
• Medication errors may also occur between formulations of LAMICTAL

– Patients who do not receive the appropriate formulation of LAMICTAL may receive the incorrect dose or incorrect
timing of dose and could experience inadequate treatment or side effects that, in some instances, may lead to
potentially serious consequences

– In some cases, these potential medication errors could result in a patient receiving a sub-therapeutic dose (ie, half
the dose) or an excessive dose (ie, double the dose) of lamotrigine

• To avoid the medication error of using the wrong drug or formulation, patients should be strongly advised
to visually inspect their tablets to verify that they are receiving LAMICTAL, as well as the correct formulation
of LAMICTAL, each time they fill their prescription

AVOID MEDICATION ERRORS 

LAMICTAL® (lamotrigine) Chewable Dispersible Tablets LAMICTAL® (lamotrigine) Tablets

LAMICTAL® XR™ (lamotrigine) Extended-Release Tablets LAMICTAL® ODT™ (lamotrigine) Orally Disintegrating Tablets 

Medication errors involving LAMICTAL have occurred. To reduce the potential 
for medication errors, please write and say “LAMICTAL” clearly.

Please see Brief Summary, including Boxed Warning, for LAMICTAL XR and Brief Summary,
including Boxed Warning, for LAMICTAL Tablets, LAMICTAL Chewable Dispersible Tablets,

and LAMICTAL ODT Orally Disintegrating Tablets on adjacent pages.

Psychiatrists Should Be Armed
In War Against Smoking

People with mental i l lness 
lose decades of their lifespan 
compared with the general 
public, and cigarette smok-
ing contributes substantially 

to this glaring disparity. Now, a wealth 
of tools and resources is at psychiatrists’ 
fi ngertips to help them integrate smok-
ing-cessation treatment into their daily 
practice. 

Although tobacco use has been declin-
ing for several decades in the general pub-
lic, the proportion of smokers remains high 
among those with psychiatric disorders. 
Research has shown that 75 percent to 85 
percent of patients with serious mental ill-
nesses, such as schizophrenia and bipolar 
disorder, use tobacco and that 44 percent 
of cigarettes sold in the United States are 
consumed by people with a mental illness.

“It is time for psychiatrists to inte-
grate smoking cessation [interventions] 
into their practice,” said Douglas Ziedo-
nis, M.D., M.P.H., in an interview with 
Psychiatric News. “In the past 10 years, we 
have learned a lot more about the medical 
outcomes of [psychiatric] patients.” 

Ziedonis is chair of the Department 
of Psychiatry at the University of Mas-
sachusetts (UMass) Medical School and 
UMass Memorial Medical Center and an 
expert in tobacco dependence. 

BY JUN YAN

Experts call on psychiatrists to do more to help patients with serious 
mental illnesses quit smoking and gain back 20 to 30 years of healthy life.

Smoking-Cessation 
Resources for 
Health Professionals

• APA Practice Guideline for the 
Treatment of Patients With Substance 
Use Disorders
<www.psych.org/MainMenu/
EducationCareerDevelopment/
LifeLongLearning/PracticeGuidelines/
PGSubstanceUseDisorders.aspx>

• Tobacco Cessation Leadership 
Network: Bringing Everyone Along
<www.tcln.org/bea/cme/index.aspx>

• Smoking Cessation Leadership 
Center
<http://smokingcessationleadership.ucsf.
edu/index.htm>

• Food and Drug Administration 
Center for Tobacco Products 
<www.fda.gov/TobaccoProducts/default.
htm>

• National Institute on Drug Abuse: 
Resources for Medical and Health 
Professionals
<www.drugabuse.gov/nidamed>

• University of Medicine and 
Dentistry of New Jersey: Tobacco 
Dependence Program
<www.tobaccoprogram.org>

 professional news

He pointed out that mentally ill patients 
are particularly vulnerable to cancers and 
cardiovascular diseases, not only because 
so many of them smoke, but also because 
the symptoms of their illnesses and the 
metabolic side effects of many pharmaco-
therapies compound the health risks that 
smoking aggravates.

A CDC analysis of 1997-2000 data from 
eight states showed that the relative risk of 
death for public mental health clients was 
higher than for state general populations.  
Deaths among public mental health clients 
ranged from 1.2 to 4.9 times higher than 
the expected number of deaths in those 
states. Using nationwide life-expectancy 
data, the study found that the average 
number of potential years of life lost by a 
deceased mental health client ranged from 
14 years to 32 years in the eight states.  The 
leading causes of death included heart dis-
ease, cancer, and cerebrovascular, respira-
tory, and lung diseases.

“Psychiatrists can do a lot in their prac-
tice,” said Ziedonis. “They know how to 
assess patients’ motivation [to quit smok-

ing] and how to motivate them.” Psychi-
atrists can integrate smoking cessation 
seamlessly into their routine screening 
and, if necessary, can do so with behavioral 
interventions for alcohol and substance use 
problems as well, he suggested. 

Steven Schroeder, M.D., founder and 
director of the Smoking Cessation Lead-
ership Center based at the University of 
San Francisco (UCSF), agreed. “Psychia-
trists can become experts themselves,” he 
told Psychiatric News. 

Alternatively, psychiatrists can encour-
age and refer patients to treatment pro-
grams provided by health care systems 
such as Kaiser Permanente and the Mayo 
Clinic or to free smoking-cessation hot-

please see Smoking on page 12 
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professional news
lines such as (800) QUIT-NOW, Schro-
eder suggested. 

Both the UMass Medical Center 
and UCSF have incorporated tobacco-
addiction treatment into psychiatric 
residency training, according to Ziedo-
nis and Schroeder. For practicing psy-
chiatrists, a vast number of resources 
are available online that can help them 
become experts in helping patients quit 
smoking (see box on page 11). 

One of these online resources is 
“Bringing Everyone Along,” a project 
funded by the American Legacy Foun-

Smoking
continued from page 11

dation, a nonprofi t organization created 
from the tobacco-industry legal settle-
ment in 1999. Among the manuals, tool-
kits, resource guides, and pamphlets, the 
Web site offers an online continuing med-
ical education module for physicians on 
treating tobacco addiction.

The Smoking Cessation Leader-
ship Center’s Web site also contains 
resources and educational materials, 

including training videos and Webcasts 
for health care professionals interested 
in learning to conduct tobacco screen-
ing and interventions. In January the 
center published a toolkit designed 
specifically for mental health providers 
titled “Smoking Cessation for Persons 
With Mental Illnesses.” 

Interventions Succeed
It is largely a myth that psychiatric 

patients are resistant to smoking ces-
sation, said Ziedonis. The majority of 
smokers, including those with mental 
illness, do want to quit, but are often 
unsuccessful without professional inter-
vention, according to Ziedonis and 
Schroeder. 

Rather than expecting patients to quit 
on their own, physicians may find more 
success in helping patients stop smoking 
by combining behavioral interventions 
and medications. For example, Ziedonis 
noted, psychiatrists can integrate smok-
ing cessation into their discussions with 
patients about self-destructive behav-
iors and help them implement behav-
ioral changes, such as using a smoking 
log, that can lead patients to understand 
craving triggers and manage slips and 
relapses. 

Two of the medications used to promote 
smoking cessation, bupropion and vareni-
cline, are now subject to a boxed warning 
for increased risk of suicidal thoughts and 
behaviors. However, Ziedonis believes that 

“It is time for psychia-
trists to integrate 

smoking cessation 
[interventions] into their 

practice.”

LAMICTAL® XR™ (lamotrigine) Extended-Release Tablets

BRIEF SUMMARY
The following is a brief summary only; see full prescribing information for complete product information.

WARNING: SERIOUS SKIN RASHES
LAMICTAL® XR™ can cause serious rashes requiring hospitalization and discontinuation of treatment. The
incidence of these rashes,which have included Stevens-Johnson syndrome, is approximately 0.8% (8 per 1,000)
in pediatric patients (2 to 16 years of age) receiving the immediate-release formulation of LAMICTAL
as adjunctive therapy for epilepsy and 0.3% (3 per 1,000) in adults on adjunctive therapy for epilepsy. In a
prospectively followed cohort of 1,983 pediatric patients (2 to 16 years of age) with epilepsy taking the adjunctive
immediate-release formulation of LAMICTAL, there was 1 rash-related death. LAMICTAL XR is not approved for
patients under the age of 13 years. In worldwide postmarketing experience, rare cases of toxic epidermal
necrolysis and/or rash-related death have been reported in adult and pediatric patients, but their numbers are
too few to permit a precise estimate of the rate.
The risk of serious rash caused by treatment with LAMICTAL XR is not expected to differ from that with the
immediate-release formulationof LAMICTAL.However, the relatively limited treatment experiencewithLAMICTALXR
makes it difficult to characterize the frequency and risk of serious rashes caused by treatment with LAMICTAL XR.
Other than age, there are as yet no factors identified that are known to predict the risk of occurrence or the severity of
rash caused by LAMICTAL XR.There are suggestions, yet to be proven, that the risk of rashmay also be increased by
(1) coadministration of LAMICTAL XRwith valproate (includes valproic acid and divalproex sodium), (2) exceeding the
recommended initial dose of LAMICTAL XR, or (3) exceeding the recommended dose escalation for LAMICTAL XR.
However, cases have occurred in the absence of these factors.
Nearly all cases of life-threatening rashes caused by the immediate-release formulation of LAMICTAL have occurred
within 2 to 8 weeks of treatment initiation. However, isolated cases have occurred after prolonged treatment (e.g., 6
months).Accordingly, duration of therapy cannot be relied upon asmeans to predict the potential risk heralded by the
first appearance of a rash.
Although benign rashes are also caused by LAMICTAL XR, it is not possible to predict reliably which rashes will
prove to be serious or life-threatening. Accordingly, LAMICTAL XR should ordinarily be discontinued at the first
sign of rash, unless the rash is clearly not drug-related. Discontinuation of treatment may not prevent a rash
from becoming life-threatening or permanently disabling or disfiguring [see Warnings and Precautions (5.1)].
4 CONTRAINDICATIONS: LAMICTAL XR is contraindicated in patients who have demonstrated hypersensitivity to the drug
or its ingredients [see Boxed Warning, Warnings and Precautions (5.1), (5.2)].
5WARNINGS AND PRECAUTIONS
5.1 Serious Skin Rashes [see BoxedWarning]: The risk of serious rash caused by treatment with LAMICTAL XR is not

expected to differ from that with the immediate-release formulation of LAMICTAL [see Boxed Warning]. However, the relatively
limited treatment experience with LAMICTAL XR makes it difficult to characterize the frequency and risk of serious rashes caused
by treatment with LAMICTAL XR.
Pediatric Population: The incidence of serious rash associated with hospitalization and discontinuation of the immediate-release
formulation of LAMICTAL in a prospectively followed cohort of pediatric patients (2 to 16 years of age) with epilepsy receiving
adjunctive therapy with immediate-release lamotrigine was approximately 0.8% (16 of 1,983). When 14 of these cases were
reviewed by 3 expert dermatologists, there was considerable disagreement as to their proper classification. To illustrate, one
dermatologist considered none of the cases to be Stevens-Johnson syndrome; another assigned 7 of the 14 to this diagnosis.
There was 1 rash-related death in this 1,983-patient cohort.Additionally, there have been rare cases of toxic epidermal necrolysis
with and without permanent sequelae and/or death in US and foreign postmarketing experience. There is evidence that the
inclusion of valproate in a multidrug regimen increases the risk of serious, potentially life-threatening rash in pediatric patients. In
pediatric patients who used valproate concomitantly, 1.2% (6 of 482) experienced a serious rash compared with 0.6% (6 of 952)
patients not taking valproate. LAMICTAL XR is not approved in patients under the age of 13 years.
Adult Population: Serious rash associated with hospitalization and discontinuation of the immediate-release formulation of
LAMICTAL occurred in 0.3% (11 of 3,348) of adult patients who received the immediate-release formulation of LAMICTAL in
premarketing clinical trials of epilepsy. In worldwide postmarketing experience, rare cases of rash-related death have been
reported, but their numbers are too few to permit a precise estimate of the rate. Among the rashes leading to hospitalization
were Stevens-Johnson syndrome, toxic epidermal necrolysis, angioedema, and a rash associated with a variable number of
the following systemic manifestations: fever, lymphadenopathy, facial swelling, and hematologic and hepatologic abnormalities.
There is evidence that the inclusion of valproate in a multidrug regimen increases the risk of serious, potentially life-threatening
rash in adults. Specifically, of 584 patients administered the immediate-release formulation of LAMICTAL with valproate in
epilepsy clinical trials, 6 (1%) were hospitalized in association with rash; in contrast, 4 (0.16%) of 2,398 clinical trial patients and
volunteers administered the immediate-release formulation of LAMICTAL in the absence of valproate were hospitalized.
PatientsWith History of Allergy or Rash to Other AEDs:The risk of nonserious rash may be increased when the recommended initial
dose and/or the rate of dose escalation of LAMICTAL is exceeded and in patients with a history of allergy or rash to other AEDs.
5.2 Hypersensitivity Reactions: Hypersensitivity reactions, some fatal or life-threatening, have also occurred. Some

of these reactions have included clinical features of multiorgan failure/dysfunction, including hepatic abnormalities and
evidence of disseminated intravascular coagulation. It is important to note that early manifestations of hypersensitivity (e.g.,
fever, lymphadenopathy) may be present even though a rash is not evident. If such signs or symptoms are present, the
patient should be evaluated immediately. LAMICTAL XR should be discontinued if an alternative etiology for the signs or
symptoms cannot be established. Prior to initiation of treatment with LAMICTAL XR, the patient should be
instructed that a rash or other signs or symptomsof hypersensitivity (e.g., fever, lymphadenopathy)may herald
a serious medical event and that the patient should report any such occurrence to a physician immediately.
5.3 Acute Multiorgan Failure: Multiorgan failure, which in some cases has been fatal or irreversible, has been

observed in patients receiving the immediate-release formulation of LAMICTAL. Fatalities associated with multiorgan failure
and various degrees of hepatic failure have been reported in 2 of 3,796 adult patients and 4 of 2,435 pediatric patients who
received the immediate-release formulation of LAMICTAL in epilepsy clinical trials. Rare fatalities from multiorgan failure
have been reported in compassionate plea and postmarketing use. The majority of these deaths occurred in association
with other serious medical events, including status epilepticus and overwhelming sepsis, and hantavirus, making it difficult
to identify the initial cause. Additionally, 3 patients (a 45-year-old woman, a 3.5-year-old boy, and an 11-year-old girl)
developed multiorgan dysfunction and disseminated intravascular coagulation 9 to 14 days after the immediate-release
formulation of LAMICTAL was added to their AED regimens. Rash and elevated transaminases were also present in all
patients and rhabdomyolysis was noted in 2 patients. Both pediatric patients were receiving concomitant therapy with
valproate, while the adult patient was being treated with carbamazepine and clonazepam. All patients subsequently
recovered with supportive care after treatment with the immediate-release formulation of LAMICTAL was discontinued.
5.4 Blood Dyscrasias: There have been reports of blood dyscrasias with the immediate-release formulation of

LAMICTAL that may or may not be associated with the hypersensitivity syndrome. These have included neutropenia,
leukopenia, anemia, thrombocytopenia, pancytopenia, and, rarely, aplastic anemia and pure red cell aplasia.
5.5 Suicidal Behavior and Ideation:Antiepileptic drugs (AEDs), including LAMICTAL XR, increase the risk of suicidal

thoughts or behavior in patients taking these drugs for any indication.Patients treated with any AED for any indication should
be monitored for the emergence or worsening of depression, suicidal thoughts or behavior, and/or any unusual changes in
mood or behavior. Pooled analyses of 199 placebo-controlled clinical trials (mono- and adjunctive therapy) of 11 different
AEDs showed that patients randomized to one of the AEDs had approximately twice the risk (adjusted Relative Risk 1.8,
95% CI:1.2, 2.7) of suicidal thinking or behavior compared to patients randomized to placebo. In these trials, which had a
median treatment duration of 12 weeks, the estimated incidence of suicidal behavior or ideation among 27,863 AED-treated
patients was 0.43%, compared to 0.24% among 16,029 placebo-treated patients, representing an increase of
approximately 1 case of suicidal thinking or behavior for every 530 patients treated. There were 4 suicides in drug-treated
patients in the trials and none in placebo-treated patients, but the number of events is too small to allow any conclusion
about drug effect on suicide. The increased risk of suicidal thoughts or behavior with AEDs was observed as early as 1
week after starting treatment with AEDs and persisted for the duration of treatment assessed. Because most trials included
in the analysis did not extend beyond 24 weeks, the risk of suicidal thoughts or behavior beyond 24 weeks could not be
assessed.The risk of suicidal thoughts or behavior was generally consistent among drugs in the data analyzed.The finding
of increased risk with AEDs of varying mechanism of action and across a range of indications suggests that the risk applies
to all AEDs used for any indication. The risk did not vary substantially by age (5 to 100 years) in the clinical trials analyzed.
Table 1 shows absolute and relative risk by indication for all evaluated AEDs.
Table 1. Risk by Indication for Antiepileptic Drugs in the Pooled Analysis

Relative Risk: Risk Difference:
Placebo Patients With Drug Patients With Incidence of Events in Additional Drug Patients

Indication Events Per Events Per Drug Patients/Incidence in With Events Per
1,000 Patients 1,000 Patients Placebo Patients 1,000 Patients

Epilepsy 1.0 3.4 3.5 2.4
Psychiatric 5.7 8.5 1.5 2.9
Other 1.0 1.8 1.9 0.9
Total 2.4 4.3 1.8 1.9

The relative risk for suicidal thoughts or behavior was higher in clinical trials for epilepsy than in clinical trials for psychiatric
or other conditions, but the absolute risk differences were similar for the epilepsy and psychiatric indications. Anyone
considering prescribing LAMICTAL XR or any other AED must balance the risk of suicidal thoughts or behavior with the risk
of untreated illness. Epilepsy and many other illnesses for which AEDs are prescribed are themselves associated with
morbidity and mortality and an increased risk of suicidal thoughts and behavior. Should suicidal thoughts and behavior emerge
during treatment, the prescriber needs to consider whether the emergence of these symptoms in any given patient may be
related to the illness being treated. Patients, their caregivers, and families should be informed that AEDs increase the risk of
suicidal thoughts and behavior and should be advised of the need to be alert for the emergence or worsening of the signs and
symptoms of depression, any unusual changes in mood or behavior, or the emergence of suicidal thoughts, behavior, or
thoughts about self-harm. Behaviors of concern should be reported immediately to healthcare providers.

5.6 Potential Medication Errors: Medication errors involving LAMICTAL have occurred. In particular, the names
LAMICTAL or lamotrigine can be confused with the names of other commonly used medications. Medication errors may
also occur between the different formulations of LAMICTAL. To reduce the potential of medication errors, write and say
LAMICTAL XR clearly. Depictions of the LAMICTAL XR Extended-Release Tablets can be found in the Medication Guide
[see Patient Counseling Information (17.10)]. Each LAMICTAL XR tablet has a distinct color and white center, and is printed
with “LAMICTAL XR” and the tablet strength. These distinctive features serve to identify the different presentations of the
drug and thus may help reduce the risk of medication errors. LAMICTAL XR is supplied in round, unit-of-use bottles with
orange caps containing 30 tablets.The label on the bottle includes a depiction of the tablets which further communicates to
patients and pharmacists that the medication is LAMICTAL XR and the specific tablet strength included in the bottle. The
unit-of-use bottle with a distinctive orange cap and distinctive bottle label features serves to identify the different
presentations of the drug and thus may help to reduce the risk of medication errors. To avoid the medication error of using
the wrong drug or formulation, patients should be strongly advised to visually inspect their tablets to verify that they are
LAMICTAL XR each time they fill their prescription.

5.7 Concomitant Use With Oral Contraceptives: Some estrogen-containing oral contraceptives have been shown
to decrease serum concentrations of lamotrigine [see Clinical Pharmacology (12.3) of the full prescribing information].
Dosage adjustments will be necessary in most patients who start or stop estrogen-containing oral
contraceptives while taking LAMICTAL XR [see Dosage and Administration (2.1) of the full prescribing information].
During the week of inactive hormone preparation (“pill-free” week) of oral contraceptive therapy, plasma lamotrigine levels
are expected to rise, as much as doubling at the end of the week. Adverse reactions consistent with elevated levels of
lamotrigine, such as dizziness, ataxia, and diplopia, could occur.

5.8 Withdrawal Seizures: As with other AEDs, LAMICTAL XR should not be abruptly discontinued. In patients with
epilepsy there is a possibility of increasing seizure frequency. Unless safety concerns require a more rapid withdrawal, the
dose of LAMICTAL XR should be tapered over a period of at least 2 weeks (approximately 50% reduction per week) [see
Dosage and Administration (2.1) of the full prescribing information].

5.9 Status Epilepticus: Valid estimates of the incidence of treatment-emergent status epilepticus among patients treated
with immediate-release lamotrigine are difficult to obtain because reporters participating in clinical trials did not all employ
identical rules for identifying cases.At a minimum, 7 of 2,343 adult patients had episodes that could unequivocally be described
as status epilepticus. In addition, a number of reports of variably defined episodes of seizure exacerbation (e.g., seizure
clusters, seizure flurries, etc.) were made.

5.10 Sudden Unexplained Death in Epilepsy (SUDEP): During the premarketing development of the immediate-
release formulation of LAMICTAL, 20 sudden and unexplained deaths were recorded among a cohort of 4,700 patients with
epilepsy (5,747 patient-years of exposure). Some of these could represent seizure-related deaths in which the seizure was not
observed, e.g., at night. This represents an incidence of 0.0035 deaths per patient-year. Although this rate exceeds that
expected in a healthy population matched for age and sex, it is within the range of estimates for the incidence of sudden
unexplained deaths in patients with epilepsy not receiving lamotrigine (ranging from 0.0005 for the general population of
patients with epilepsy, to 0.004 for a recently studied clinical trial population similar to that in the clinical development program
for immediate-release lamotrigine, to 0.005 for patients with refractory epilepsy). Consequently, whether these figures are
reassuring or suggest concern depends on the comparability of the populations reported upon to the cohort receiving
immediate-release lamotrigine and the accuracy of the estimates provided. Probably most reassuring is the similarity of
estimated SUDEP rates in patients receiving immediate-release lamotrigine and those receiving other AEDs, chemically
unrelated to each other, that underwent clinical testing in similar populations. Importantly, that drug is chemically unrelated to
lamotrigine. This evidence suggests, although it certainly does not prove, that the high SUDEP rates reflect population rates,
not a drug effect.

5.11 Addition of LAMICTAL XR to a Multidrug Regimen That Includes Valproate: Because valproate reduces
the clearance of lamotrigine, the dosage of lamotrigine in the presence of valproate is less than half of that required in its
absence.

5.12 Binding in the Eye and Other Melanin-Containing Tissues: Because lamotrigine binds to melanin, it could
accumulate in melanin-rich tissues over time. This raises the possibility that lamotrigine may cause toxicity in these tissues
after extended use. Although ophthalmological testing was performed in one controlled clinical trial, the testing was
inadequate to exclude subtle effects or injury occurring after long-term exposure. Moreover, the capacity of available tests
to detect potentially adverse consequences, if any, of lamotrigine binding to melanin is unknown [see Clinical Pharmacology
(12.2) of the full prescribing information]. Accordingly, although there are no specific recommendations for periodic
ophthalmological monitoring, prescribers should be aware of the possibility of long-term ophthalmologic effects.

5.13 Laboratory Tests: The value of monitoring plasma concentrations of lamotrigine in patients treated with
LAMICTAL XR has not been established. Because of the possible pharmacokinetic interactions between lamotrigine and
other drugs including AEDs (see Table 2), monitoring of the plasma levels of lamotrigine and concomitant drugs may be
indicated, particularly during dosage adjustments. In general, clinical judgment should be exercised regarding monitoring of
plasma levels of lamotrigine and other drugs and whether or not dosage adjustments are necessary. Treatment with
LAMICTAL XR caused an increased incidence of subnormal (below the reference range) values in some hematology
analytes (e.g., total white blood cells, monocytes). The treatment effect (LAMICTAL XR % - Placebo %) incidence of
subnormal counts was 3% for total white blood cells and 4% for monocytes.
6 ADVERSE REACTIONS

The following adverse reactions are described in more detail in the Warnings and Precautions section of the label:
Serious skin rashes [see Warnings and Precautions (5.1)], Hypersensitivity reactions [see Warnings and Precautions (5.2)].
Acute multiorgan failure [see Warnings and Precautions (5.3)], Blood dyscrasias [see Warnings and Precautions (5.4)],
Suicidal behavior and ideation [see Warnings and Precautions (5.5)], Withdrawal seizures [see Warnings and Precautions
(5.8)], Status epilepticus [see Warnings and Precautions (5.9)],Sudden unexplained death in epilepsy [see Warnings and
Precautions (5.10)]
6.1 ClinicalTrial Experience with LAMICTAL XR forTreatment of Partial Onset Seizures: Because clinical trials

are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be
directly compared with rates in the clinical trials of another drug and may not reflect the rates observed in practice.The most
commonly observed adverse reactions (≥4% for LAMICTAL XR and more common on drug than placebo) in a double-blind,
placebo-controlled trial of adjunctive therapy with LAMICTAL XR for the treatment of partial onset seizures were, in order of
decreasing treatment difference (LAMICTAL XR % - Placebo %) incidence: dizziness, tremor/intention tremor, cerebellar
coordination/balance disorder, nausea, asthenic conditions (asthenia, fatigue, malaise), vertigo/positional vertigo, and
diplopia. Nine of 118 patients (8%) treated with LAMICTAL XR who participated in the double-blind, placebo-controlled trial
in the treatment of partial onset seizures discontinued treatment due to adverse reactions compared to 2 of 121 patients
(2%) who received placebo. Dizziness, nausea, and nystagmus were the most common adverse reactions (based upon
treatment difference of ≥2%) that led to the withdrawal of subjects in the group treated with LAMICTAL XR. The following
listing provides the incidence of adverse reactions in a 19-week, double-blind, placebo-controlled study of patients with
partial onset seizures.
Treatment-Emergent Adverse Reaction Incidence in a Double-Blind, Placebo-Controlled Adjunctive Trial of
PatientsWith Partial Onset Seizures (Adverse Reactions≥ 2%of PatientsTreatedWith LAMICTAL XR andMore
Common onDrugThan Placebo). Adverse reactions are listed by body system with the percent incidence of LAMICTAL,
(n=118) followed by placebo (n=121): Ear and Labyrinth Disorders: vertigo/positional vertigo (4, 0); Eye Disorders:
vision blurred (4, 2), diplopia (4, 0);Gastrointestinal Disorders: diarrhea (8, 5), nausea (7, 2), abdominal pain/discomfort
(6, 4), vomiting (4, 2), constipation (3, 1), dry mouth (3, 2); General Disorders and Administration Site Conditions:
asthenic conditions (asthenia, fatigue, malaise) (9, 5), chest pain/discomfort (3, 1), gait disturbance (2, 0), pain (2, 1);
Infections and Infestations: influenza/influenza-like illness (3, 2), sinusitis (3, 1);Metabolic and Nutritional Disorders:
anorexia/decreased appetite (3, 2), weight increased (2, 1); Musculoskeletal and Connective Tissue Disorders:
myalgia (3, 0); Nervous System: dizziness (19, 5), somnolence (7, 5), tremor/intention tremor (7, 2), cerebellar
coordination/balance disorder (5, 0), nystagmus (3, 1); Psychiatric Disorders: depression (4, 1), anxiety (3, 0);
Respiratory,Thoracic, and Mediastinal Disorders: pharyngolaryngeal pain (3, 2), epitaxis (2, 1), sinus congestion (2,
0); Skin and Subcutaneous Tissue Disorders: rash* (2, 1), alopecia (2, 1); Vascular Disorder: hot flush (3, 0). *All
types of rash. In clinical trials evaluating the immediate-release formulation of LAMICTAL, the rate of serious rash was 0.3%
in adults on adjunctive therapy for epilepsy [see Boxed Warning].

Adverse reactions were also analyzed to assess the incidence of the onset of an event in the titration period, and in the
maintenance period, and if adverse reactions occurring in the titration phase persisted in the maintenance phase.The incidence
for many adverse reactions caused by LAMICTAL XR treatment was increased relative to placebo (i.e., LAMICTAL XR % - Placebo
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 professional news
concerns about varenicline should not pre-
vent psychiatrists from prescribing it for 
patients who want to try the treatment, as 
long as they are carefully monitored. Also, 
“psychiatrists are very comfortable with 
prescribing and monitoring bupropion,” 
he said. In addition, fi ve types of FDA-
approved nicotine-replacement treatments 
can work for many patients. These include 
nicotine gums, transdermal patches, loz-
enges, nasal sprays, and inhalers. 

“Nicotine replacement is far safer than 
smoking,” said Ziedonis. 

More Changes Are Coming
On June 22 the Food and Drug Admin-

istration (FDA) gained the right to reg-
ulate tobacco products after President 

Obama signed the Family Smoking Pre-
vention and Tobacco Control Act into law. 
The agency has established a Center for 
Tobacco Products and is seeking public 
comments related to the writing of regu-
latory guidelines.

 As mandated by the new law, tobacco 
manufacturers and importers will begin 
to report to the FDA the ingredients in 
their products by January 2010. Later 
in 2010, the companies will need FDA 
approval to use the terms “light,” “low,” 
or “mild” on their products. By Octo-
ber, warning labels for cigarettes will be 
strengthened. 

Both Ziedonis and Schroeder urged 
psychiatrists to do more to help patients 
stop smoking. 

Smoking cessation is a “health-dispar-
ity issue, a stigma issue” for mentally ill 
individuals, Ziedonis believes. He argues 
that it is long overdue for patients with 
mental illness to receive aggressive smok-
ing interventions.

“If you want to help your patients get 
healthy, you need to take smoking as seri-
ously as mental illnesses, because it is the 
most likely cause to kill your patients,” 
Schroeder said. 

The CDC study is posted at <www.cdc.
gov/pcd/issues/2006/apr/05_0180.htm>. 
The Smoking Cessation Leadership 
Center’s tookkit is posted at <http://
smokingcessationleadership.ucsf.edu/
Downloads/catolgue/MHtoolkitJan_
2009.pdf>. ■

Medical Musicians
Invited to Tour

% = treatment difference≥3%) in either the titration or maintenance phases of the study. During the titration phase, an increased
incidence (shown in descending order of % treatment difference) was observed for diarrhea, nausea, vertigo/positional vertigo,
somnolence, myalgia, and hot flush. During the maintenance phase, an increased incidence was observed for dizziness,
tremor/intention tremor, cerebellar coordination/balance disorder, vomiting, and diplopia. Some adverse reactions developing in
the titration phase were notable for persisting (>7 days) into the maintenance phase.These “persistent”adverse reactions included
somnolence, dizziness, and headache. In addition, some adverse reactions had an increased likelihood of recurring. Headache
recurred predominantly in the titration period and vertigo and nausea recurred throughout the whole treatment period.There were
inadequate data to evaluate the effect of dose and/or concentration on the incidence of adverse reactions because although
patients were randomized to different target doses based upon concomitant AED, the plasma exposure was expected to be
generally similar among all patients receiving different doses. However, in a randomized, parallel study comparing placebo and
300 and 500 mg/day of immediate-release formulation of LAMICTAL, the incidence of the most common adverse reactions (≥5%)
such as ataxia, blurred vision, diplopia, and dizziness were dose-related. Less common adverse reactions (<5%) were not
assessed for dose-response relationships. There were insufficient data to evaluate the effect of gender, age, and race on the
adverse reaction profile for LAMICTAL XR.
6.2 Other Adverse Reactions Observed During the Clinical Development of the Immediate-Release

Formulation of LAMICTAL: All reported reactions are included except those already listed in the previous tables or
elsewhere in the labeling, those too general to be informative, and those not reasonably associated with the use of the drug.
Adjunctive Therapy in Adults With Epilepsy: In addition to the adverse reactions reported above from the development of
LAMICTAL XR, the following adverse reactions with an uncertain relationship to lamotrigine were reported during the clinical
development of the immediate-release formulation of LAMICTAL for treatment of epilepsy in adults.These reactions occurred
in ≥2% of patients receiving the immediate-release formulation of LAMICTAL and more frequently than in the placebo group.
Body as a Whole: Fever, neck pain. Musculoskeletal: Arthralgia. Nervous: Insomnia, convulsion, irritability, speech disorder,
concentration disturbance. Respiratory: Rhinitis, pharyngitis, cough increased. Skin and Appendages: Pruritus. Urogenital:
(female patients only) Vaginitis, amenorrhea, dysmenorrhea.
Other Clinical Trial Experience: The immediate-release formulation of LAMICTAL has been administered to 6,694
individuals for whom complete adverse reaction data was captured during all clinical trials, only some of which were
placebo controlled. During these trials, all adverse reactions were recorded by the clinical investigators using terminology
of their own choosing. To provide a meaningful estimate of the proportion of individuals having adverse reactions, similar
types of reactions were grouped into a smaller number of standardized categories using modified COSTART dictionary
terminology. The frequencies presented represent the proportion of the 6,694 individuals exposed to LAMICTAL who
experienced an event of the type cited on at least one occasion while receiving LAMICTAL. Adverse reactions are further
classified within body system categories and enumerated in order of decreasing frequency using the following definitions:
frequent adverse reactions are defined as those occurring in at least 1/100 patients; infrequent adverse reactions are those
occurring in 1/100 to 1/1,000 patients; rare adverse reactions are those occurring in fewer than 1/1,000 patients. Body as
a Whole: Infrequent: Allergic reaction, chills, and malaise. Cardiovascular System: Infrequent: Flushing, hypertension,
palpitations, postural hypotension, syncope, tachycardia, and vasodilation. Dermatological: Infrequent: Acne, hirsutism,
maculopapular rash, skin discoloration, and urticaria.Rare: Angioedema, erythema, exfoliative dermatitis, fungal dermatitis,
herpes zoster, leukoderma, multiforme erythema, petechial rash, pustular rash, Stevens-Johnson syndrome, and
vesiculobullous rash. Digestive System: Infrequent: Dysphagia, eructation, gastritis, gingivitis, increased appetite, increased
salivation, liver function tests abnormal, and mouth ulceration. Rare: Gastrointestinal hemorrhage, glossitis, gum
hemorrhage, gum hyperplasia, hematemesis, hemorrhagic colitis, hepatitis, melena, stomach ulcer, stomatitis, and tongue
edema. Endocrine System: Rare: Goiter and hypothyroidism. Hematologic and Lymphatic System: Infrequent: Ecchymosis
and leukopenia. Rare: Anemia, eosinophilia, fibrin decrease, fibrinogen decrease, iron deficiency anemia, leukocytosis,
lymphocytosis, macrocytic anemia, petechia, and thrombocytopenia. Metabolic and Nutritional Disorders: Infrequent:
Aspartate transaminase increased. Rare: Alcohol intolerance, alkaline phosphatase increase, alanine transaminase
increase, bilirubinemia, general edema, gamma glutamyl transpeptidase increase, and hyperglycemia. Musculoskeletal
System: Infrequent: Arthritis, leg cramps, myasthenia, and twitching. Rare: Bursitis, muscle atrophy, pathological fracture,
and tendinous contracture. Nervous System: Frequent: Confusion and paresthesia. Infrequent: Akathisia, apathy, aphasia,
CNS depression, depersonalization, dysarthria, dyskinesia, euphoria, hallucinations, hostility, hyperkinesia, hypertonia,
libido decreased, memory decrease, mind racing, movement disorder, myoclonus, panic attack, paranoid reaction,
personality disorder, psychosis, stupor, and suicidal ideation. Rare: Choreoathetosis, delirium, delusions, dysphoria,
dystonia, extrapyramidal syndrome, faintness, grand mal convulsions, hemiplegia, hyperalgesia, hyperesthesia,
hypokinesia, hypotonia, manic depression reaction, muscle spasm, neuralgia, neurosis, paralysis, and peripheral neuritis.
Respiratory System: Infrequent:Yawn. Rare: Hiccup and hyperventilation. Special Senses: Frequent: Amblyopia. Infrequent:
Abnormality of accommodation, conjunctivitis, dry eyes, ear pain, photophobia, taste perversion, and tinnitus. Rare:
Deafness, lacrimation disorder, oscillopsia, parosmia, ptosis, strabismus, taste loss, uveitis, and visual field defect.
Urogenital System: Infrequent: Abnormal ejaculation, hematuria, impotence, menorrhagia, polyuria, urinary incontinence.
Rare: Acute kidney failure, anorgasmia, breast abscess, breast neoplasm, creatinine increase, cystitis, dysuria,
epididymitis, female lactation, kidney failure, kidney pain, nocturia, urinary retention, urinary urgency.
6.3 Postmarketing Experience with the Immediate-Release Formulation of LAMICTAL: The following adverse

events (not listed above in clinical trials or other sections of the prescribing information) have been identified during
postapproval use of the immediate-release formulation of LAMICTAL. Because these events are reported voluntarily from
a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship
to drug exposure. Blood and Lymphatic: Agranulocytosis, hemolytic anemia. Gastrointestinal: Esophagitis. Hepatobiliary
Tract and Pancreas: Pancreatitis. Immunologic: Lupus-like reaction, vasculitis. Lower Respiratory: Apnea. Musculoskeletal:
Rhabdomyolysis has been observed in patients experiencing hypersensitivity reactions. Neurology: Exacerbation of
Parkinsonian symptoms in patients with pre-existing Parkinson’s disease, tics. Non-site Specific: Progressive
immunosuppression.
7 DRUG INTERACTIONS

Significant drug interactions with lamotrigine are summarized in Table 2. Additional details of these drug interaction
studies, which were conducted using the immediate-release formulation of LAMICTAL, are provided in the Clinical
Pharmacology section [see Clinical Pharmacology (12.3) of the full prescribing information].
Table 2. Established and Other Potentially Significant Drug Interactions

Effect on Concentration of
Concomitant Drug Lamotrigine or Concomitant Drug Clinical Comment
Estrogen-containing oral ↓ lamotrigine Decreased lamotrigine levels approximately 50%.
contraceptive preparations
containing 30 mcg
ethinylestradiol and
150 mcg levonorgestrel ↓ levonorgestrel Decrease in levonorgestrel component by 19%.
Carbamazepine (CBZ) ↓ lamotrigine Addition of carbamazepine decreases lamotrigine
and CBZ epoxide concentration approximately 40%.

? CBZ epoxide May increase CBZ epoxide levels.
Phenobarbital/Primidone ↓ lamotrigine Decreased lamotrigine

concentration approximately 40%.
Phenytoin (PHT) ↓ lamotrigine Decreased lamotrigine

concentration approximately 40%.
Rifampin ↓ lamotrigine Decreased lamotrigine AUC

approximately 40%.
Valproate ↑ lamotrigine Increased lamotrigine concentrations slightly

more than 2-fold.
? valproate Decreased valproate concentrations an average

of 25% over a 3-week period then stabilized in
healthy volunteers; no change in controlled
clinical trials in epilepsy patients.

↓ = Decreased (induces lamotrigine glucuronidation).
↑ = Increased (inhibits lamotrigine glucuronidation).
? = Conflicting data.
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy:Teratogenic Effects: Pregnancy Category C. No evidence of teratogenicity was found in mice, rats, or

rabbits when lamotrigine was orally administered to pregnant animals during the period of organogenesis at doses up to
1.2, 0.5, and 1.1 times, respectively, on a mg/m2 basis, the highest usual human maintenance dose (i.e., 500 mg/day).
However, maternal toxicity and secondary fetal toxicity producing reduced fetal weight and/or delayed ossification were
seen in mice and rats, but not in rabbits at these doses. Teratology studies were also conducted using bolus intravenous
administration of the isethionate salt of lamotrigine in rats and rabbits. In rat dams administered an intravenous dose at 0.6

times the highest usual human maintenance dose, the incidence of intrauterine death without signs of teratogenicity was
increased. A behavioral teratology study was conducted in rats dosed during the period of organogenesis. At day 21
postpartum, offspring of dams receiving 5 mg/kg/day or higher displayed a significantly longer latent period for open field
exploration and a lower frequency of rearing. In a swimming maze test performed on days 39 to 44 postpartum, time to
completion was increased in offspring of dams receiving 25 mg/kg/day.These doses represent 0.1 and 0.5 times the clinical
dose on a mg/m2 basis, respectively. Lamotrigine did not affect fertility, teratogenesis, or postnatal development when rats
were dosed prior to and during mating, and throughout gestation and lactation at doses equivalent to 0.4 times the highest
usual human maintenance dose on a mg/m2 basis. When pregnant rats were orally dosed at 0.1, 0.14, or 0.3 times the
highest human maintenance dose (on a mg/m2 basis) during the latter part of gestation (days 15 to 20), maternal toxicity
and fetal death were seen. In dams, food consumption and weight gain were reduced, and the gestation period was slightly
prolonged (22.6 vs. 22.0 days in the control group). Stillborn pups were found in all 3 drug-treated groups with the highest
number in the high-dose group. Postnatal death was also seen, but only in the 2 highest doses, and occurred between day
1 and 20. Some of these deaths appear to be drug-related and not secondary to the maternal toxicity. A no-observed-effect
level (NOEL) could not be determined for this study. Although lamotrigine was not found to be teratogenic in the above
studies, lamotrigine decreases fetal folate concentrations in rats, an effect known to be associated with teratogenesis in
animals and humans.There are no adequate and well-controlled studies in pregnant women. Because animal reproduction
studies are not always predictive of human response, this drug should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus.
Non-Teratogenic Effects: As with other AEDs, physiological changes during pregnancy may affect lamotrigine
concentrations and/or therapeutic effect. There have been reports of decreased lamotrigine concentrations during
pregnancy and restoration of pre-partum concentrations after delivery. Dosage adjustments may be necessary to maintain
clinical response.
Pregnancy Exposure Registry: To provide information regarding the effects of in utero exposure to LAMICTAL XR,
physicians are advised to recommend that pregnant patients taking LAMICTAL XR enroll in the North American
Antiepileptic Drug (NAAED) Pregnancy Registry. This can be done by calling the toll-free number 1-888-233-2334, and
must be done by patients themselves. Information on the registry can also be found at the website
http://www.aedpregnancyregistry.org/. Physicians are also encouraged to register patients in the Lamotrigine Pregnancy
Registry; enrollment in this registry must be done prior to any prenatal diagnostic tests and before fetal outcome is
known. Physicians can obtain information by calling the Lamotrigine Pregnancy Registry at 1-800-336-2176 (toll-free).

8.2 Labor and Delivery : The effect of LAMICTAL XR on labor and delivery in humans is unknown.
8.3 Nursing Mothers: Preliminary data indicate that lamotrigine passes into human milk. Because the effects on the

infant exposed to lamotrigine by this route are unknown, breastfeeding while taking LAMICTAL XR is not recommended.
8.4 Pediatric Use: LAMICTAL XR is indicated as adjunctive therapy for partial onset seizures with or without

secondary generalization in patients ≥13 years of age. Safety and effectiveness of LAMICTAL XR for any use in patients
below the age of 13 have not been established.The immediate-release formulation of LAMICTAL is indicated for adjunctive
therapy in patients≥2 years of age for partial seizures, the generalized seizures of Lennox-Gastaut syndrome, and primary
generalized tonic-clonic seizures. Safety and efficacy of the immediate-release formulation of LAMICTAL, used as
adjunctive treatment for partial seizures, were not demonstrated in a small randomized, double-blind, placebo-controlled,
withdrawal study in very young pediatric patients (1 to 24 months). The immediate-release formulation of LAMICTAL was
associated with an increased risk for infectious adverse reactions (LAMICTAL 37%, Placebo 5%), and respiratory adverse
reactions (LAMICTAL 26%, Placebo 5%). Infectious adverse reactions included: bronchiolitis, bronchitis, ear infection, eye
infection, otitis externa, pharyngitis, urinary tract infection, and viral infection. Respiratory adverse reactions included nasal
congestion, cough, and apnea.

8.5Geriatric Use:Clinical studies of LAMICTAL XR for epilepsy did not include sufficient numbers of subjects 65 years
of age and over to determine whether they respond differently from younger subjects or exhibit a different safety profile than
that of 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 drug therapy.

8.6 PatientsWith Hepatic Impairment: Experience in patients with hepatic impairment is limited. Based on a clinical
pharmacology study with the immediate-release formulation of LAMICTAL in 24 patients with mild, moderate, and severe
liver impairment [see Clinical Pharmacology (12.4) of the full prescribing information], the following general
recommendations can be made. No dosage adjustment is needed in patients with mild liver impairment. Initial, escalation,
and maintenance doses should generally be reduced by approximately 25% in patients with moderate and severe liver
impairment without ascites and 50% in patients with severe liver impairment with ascites. Escalation and maintenance
doses may be adjusted according to clinical response [see Dosage and Administration (2.1) of the full prescribing
information].

8.7 Patients With Renal Impairment: Lamotrigine is metabolized mainly by glucuronic acid conjugation, with the
majority of the metabolites being recovered in the urine. In a small study comparing a single dose of immediate-release
lamotrigine in patients with varying degrees of renal impairment with healthy volunteers, the plasma half-life of lamotrigine
was significantly longer in the patients with renal impairment [see Clinical Pharmacology (12.3) of the full prescribing
information]. Initial doses of LAMICTAL XR should be based on patients' AED regimens; reduced maintenance doses may
be effective for patients with significant renal impairment. Few patients with severe renal impairment have been evaluated
during chronic treatment with lamotrigine. Because there is inadequate experience in this population, LAMICTAL XR should
be used with caution in these patients [see Dosage and Administration (2.1) of the full prescribing information].
10 OVERDOSAGE

10.1 HumanOverdoseExperience:Overdoses involving quantities up to 15 g have been reported for the immediate-
release formulation of LAMICTAL, some of which have been fatal. Overdose has resulted in ataxia, nystagmus, increased
seizures, decreased level of consciousness, coma, and intraventricular conduction delay.

10.2 Management of Overdose: There are no specific antidotes for lamotrigine. Following a suspected overdose,
hospitalization of the patient is advised. General supportive care is indicated, including frequent monitoring of vital signs
and close observation of the patient. If indicated, emesis should be induced or gastric lavage should be performed; usual
precautions should be taken to protect the airway. It is uncertain whether hemodialysis is an effective means of removing
lamotrigine from the blood. In 6 renal failure patients, about 20% of the amount of lamotrigine in the body was removed by
hemodialysis during a 4-hour session. A Poison Control Center should be contacted for information on the management of
overdosage of LAMICTAL XR.

© 2009, GlaxoSmithKline. All rights reserved.
LAMICTAL XR is a trademark of GlaxoSmithKline.
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T  he Medical Musical Group Sym-
phony Orchestra and Chorale is 

seeking participants. The group will 
hold “Healing for the Nations” con-
certs in Washington, D.C., on Novem-
ber 4 and in London, November 11, in 
support of malaria eradication. Partici-
pants will have an opportunity to tour 
London and nearby sites as well as Car-
diff, Wales. 

More information may be obtained 
by calling (202) 797-0700, sending an 
e-mail to vanmmg@hotmail.com, or vis-
iting <www.medicalmusical.org>. ■
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BY JOAN AREHART-TREICHEL

A Mississippi psychiatrist has launched telepsychiatry in one of the 
poorest areas of America. He envisions having a seamless telepsychia-
try system in place there in five years.

Telepsychiatry Fulfi lls Promise
In Rural Mississippi

professional news

T he Mississippi Delta—in northwest 
Mississippi—has its claims to fame. 
The Delta is the birthplace of play-

wright Tennessee Williams, actor Mor-
gan Freeman, and a spate of blues musi-
cians, but it also is home to some of the 

poorest and least visible people in Amer-
ica. Along with that poverty has been min-
imal access to psychiatric services—that 
is, until a year ago, when telepsychiatry 
arrived in the Delta. 

The program was spearheaded by 

Grayson Norquist, M.D., chair of the 
Department of Psychiatry at the Uni-
versity of Mississippi Medical College 
(UMMC) in Jackson.

Two years ago, Norquist approached 
the Delta Health Alliance about setting 
up a telepsychiatry service in the Delta. 
The alliance, which was founded in 2001 
to support community-based health care 
initiatives, liked the idea and gave him a 
grant to do it.

Norquist and his colleagues at UMMC 
decided to set up their telepsychiatry ser-
vice between their psychiatry department 
in Jackson and community mental health 
centers in two small Delta towns—Clarks-
dale and Greenwood—which are more 
than 100 miles from Jackson. “But then we 

had to fi gure out how to do it,” Norquist 
said in an interview.

The “major hassle,” he said, was get-
ting the phone company to put the req-

uisite cables into place. But it was fi nally 
completed, and they got their telepsychia-
try service up and running a year ago. 

At fi rst adult patients were not espe-
cially comfortable with two-way live 
communication via a television screen, 

“We might be able to 
use [telepsychiatry 
communication] to 

reach elderly persons 
at home.”

LAMICTAL® (lamotrigine) Tablets
LAMICTAL® (lamotrigine) Chewable Dispersible Tablets

LAMICTAL® ODT™ (lamotrigine) Orally Disintegrating Tablets
BRIEF SUMMARY
The following is a brief summary only; see full prescribing information for complete product information.

WARNING: SERIOUS SKIN RASHES
LAMICTAL® can cause serious rashes requiring hospitalization and discontinuation of treatment.The incidence
of these rashes, which have included Stevens-Johnson syndrome, is approximately 0.8% (8 per 1,000) in
pediatric patients (2 to 16 years of age) receiving LAMICTAL as adjunctive therapy for epilepsy and 0.3% (3 per
1,000) in adults on adjunctive therapy for epilepsy. In clinical trials of bipolar and other mood disorders, the rate
of serious rash was 0.08% (0.8 per 1,000) in adult patients receiving LAMICTAL as initial monotherapy and 0.13%
(1.3 per 1,000) in adult patients receiving LAMICTAL as adjunctive therapy. In a prospectively followed cohort of
1,983 pediatric patients (2 to 16 years of age) with epilepsy taking adjunctive LAMICTAL, there was 1 rash-related
death. In worldwide postmarketing experience, rare cases of toxic epidermal necrolysis and/or rash-related
death have been reported in adult and pediatric patients, but their numbers are too few to permit a precise
estimate of the rate.
Other than age, there are as yet no factors identified that are known to predict the risk of occurrence or the
severity of rash caused by LAMICTAL.There are suggestions, yet to be proven, that the risk of rash may also be
increased by (1) coadministration of LAMICTAL with valproate (includes valproic acid and divalproex sodium),
(2) exceeding the recommended initial dose of LAMICTAL, or (3) exceeding the recommended dose escalation
for LAMICTAL. However, cases have occurred in the absence of these factors.
Nearly all cases of life-threatening rashes caused by LAMICTAL have occurred within 2 to 8 weeks of treatment
initiation.However, isolated cases have occurred after prolonged treatment (e.g., 6months).Accordingly, duration
of therapy cannot be relied upon asmeans to predict the potential risk heralded by the first appearance of a rash.
Although benign rashes are also caused by LAMICTAL, it is not possible to predict reliably which rashes will
prove to be serious or life-threatening.Accordingly, LAMICTAL should ordinarily be discontinued at the first sign
of rash, unless the rash is clearly not drug-related. Discontinuation of treatment may not prevent a rash from
becoming life-threatening or permanently disabling or disfiguring [see Warnings and Precautions (5.1)].
4 CONTRAINDICATIONS
LAMICTAL is contraindicated in patients who have demonstrated hypersensitivity to the drug or its ingredients [see BoxedWarning].
5 WARNINGS AND PRECAUTIONS
5.1 Serious Skin Rashes [see Boxed Warning]:

Pediatric Population: The incidence of serious rash associated with hospitalization and discontinuation of LAMICTAL in a
prospectively followed cohort of pediatric patients (2 to 16 years of age) with epilepsy receiving adjunctive therapy was
approximately 0.8% (16 of 1,983).When 14 of these cases were reviewed by 3 expert dermatologists, there was considerable
disagreement as to their proper classification. To illustrate, one dermatologist considered none of the cases to be Stevens-
Johnson syndrome; another assigned 7 of the 14 to this diagnosis.There was 1 rash-related death in this 1,983-patient cohort.
Additionally, there have been rare cases of toxic epidermal necrolysis with and without permanent sequelae and/or death in
US and foreign postmarketing experience. There is evidence that the inclusion of valproate in a multidrug regimen increases
the risk of serious, potentially life-threatening rash in pediatric patients. In pediatric patients who used valproate concomitantly,
1.2% (6 of 482) experienced a serious rash compared with 0.6% (6 of 952) patients not taking valproate.
Adult Population: Serious rash associated with hospitalization and discontinuation of LAMICTAL occurred in 0.3% (11 of
3,348) of adult patients who received LAMICTAL in premarketing clinical trials of epilepsy. In the bipolar and other mood
disorders clinical trials, the rate of serious rash was 0.08% (1 of 1,233) of adult patients who received LAMICTAL as initial
monotherapy and 0.13% (2 of 1,538) of adult patients who received LAMICTAL as adjunctive therapy. No fatalities occurred
among these individuals. However, in worldwide postmarketing experience, rare cases of rash-related death have been
reported, but their numbers are too few to permit a precise estimate of the rate. Among the rashes leading to hospitalization
were Stevens-Johnson syndrome, toxic epidermal necrolysis, angioedema, and a rash associated with a variable number
of the following systemic manifestations: fever, lymphadenopathy, facial swelling, and hematologic and hepatologic
abnormalities. There is evidence that the inclusion of valproate in a multidrug regimen increases the risk of serious,
potentially life-threatening rash in adults. Specifically, of 584 patients administered LAMICTAL with valproate in epilepsy
clinical trials, 6 (1%) were hospitalized in association with rash; in contrast, 4 (0.16%) of 2,398 clinical trial patients and
volunteers administered LAMICTAL in the absence of valproate were hospitalized.
Patients With History of Allergy or Rash to Other AEDs: The risk of nonserious rash may be increased when the
recommended initial dose and/or the rate of dose escalation of LAMICTAL is exceeded and in patients with a history of
allergy or rash to other AEDs.
5.2 Hypersensitivity Reactions: Hypersensitivity reactions, some fatal or life-threatening, have also occurred. Some

of these reactions have included clinical features of multiorgan failure/dysfunction, including hepatic abnormalities and
evidence of disseminated intravascular coagulation. It is important to note that early manifestations of hypersensitivity (e.g.,
fever, lymphadenopathy) may be present even though a rash is not evident. If such signs or symptoms are present, the
patient should be evaluated immediately. LAMICTAL should be discontinued if an alternative etiology for the signs or
symptoms cannot be established. Prior to initiation of treatment with LAMICTAL, the patient should be instructed
that a rash or other signs or symptoms of hypersensitivity (e.g., fever, lymphadenopathy) may herald a serious
medical event and that the patient should report any such occurrence to a physician immediately.
5.3 Acute Multiorgan Failure: Multiorgan failure, which in some cases has been fatal or irreversible, has been

observed in patients receiving LAMICTAL. Fatalities associated with multiorgan failure and various degrees of hepatic
failure have been reported in 2 of 3,796 adult patients and 4 of 2,435 pediatric patients who received LAMICTAL in epilepsy
clinical trials. No such fatalities have been reported in bipolar patients in clinical trials. Rare fatalities from multiorgan failure
have also been reported in compassionate plea and postmarketing use. The majority of these deaths occurred in
association with other serious medical events, including status epilepticus and overwhelming sepsis, and hantavirus,
making it difficult to identify the initial cause. Additionally, 3 patients (a 45-year-old woman, a 3.5-year-old boy, and an
11-year-old girl) developed multiorgan dysfunction and disseminated intravascular coagulation 9 to 14 days after
LAMICTAL was added to their AED regimens. Rash and elevated transaminases were also present in all patients and
rhabdomyolysis was noted in 2 patients. Both pediatric patients were receiving concomitant therapy with valproate, while
the adult patient was being treated with carbamazepine and clonazepam. All patients subsequently recovered with
supportive care after treatment with LAMICTAL was discontinued.
5.4 Blood Dyscrasias: There have been reports of blood dyscrasias that may or may not be associated with the

hypersensitivity syndrome. These have included neutropenia, leukopenia, anemia, thrombocytopenia, pancytopenia, and,
rarely, aplastic anemia and pure red cell aplasia.
5.5 Suicidal Behavior and Ideation: Antiepileptic drugs (AEDs), including LAMICTAL, increase the risk of suicidal

thoughts or behavior in patients taking these drugs for any indication. Patients treated with any AED for any indication
should be monitored for the emergence or worsening of depression, suicidal thoughts or behavior, and/or any unusual
changes in mood or behavior. Pooled analyses of 199 placebo-controlled clinical trials (mono- and adjunctive therapy) of
11 different AEDs showed that patients randomized to one of the AEDs had approximately twice the risk (adjusted Relative
Risk 1.8, 95% CI:1.2, 2.7) of suicidal thinking or behavior compared to patients randomized to placebo. In these trials, which
had a median treatment duration of 12 weeks, the estimated incidence of suicidal behavior or ideation among 27,863 AED-
treated patients was 0.43%, compared to 0.24% among 16,029 placebo-treated patients, representing an increase of
approximately 1 case of suicidal thinking or behavior for every 530 patients treated. There were 4 suicides in drug-treated
patients in the trials and none in placebo-treated patients, but the number of events is too small to allow any conclusion
about drug effect on suicide. The increased risk of suicidal thoughts or behavior with AEDs was observed as early as 1
week after starting treatment with AEDs and persisted for the duration of treatment assessed. Because most trials included
in the analysis did not extend beyond 24 weeks, the risk of suicidal thoughts or behavior beyond 24 weeks could not be
assessed.The risk of suicidal thoughts or behavior was generally consistent among drugs in the data analyzed.The finding

of increased risk with AEDs of varying mechanism of action and across a range of indications suggests that the risk applies
to all AEDs used for any indication.The risk did not vary substantially by age (5 to 100 years) in the clinical trials analyzed.
Table 1 shows absolute and relative risk by indication for all evaluated AEDs.
Table 1. Risk by Indication for Antiepileptic Drugs in the Pooled Analysis

Relative Risk: Risk Difference:
Placebo Patients With Drug Patients With Incidence of Events in Additional Drug Patients

Indication Events Per Events Per Drug Patients/Incidence in With Events Per
1,000 Patients 1,000 Patients Placebo Patients 1,000 Patients

Epilepsy 1.0 3.4 3.5 2.4
Psychiatric 5.7 8.5 1.5 2.9
Other 1.0 1.8 1.9 0.9
Total 2.4 4.3 1.8 1.9

The relative risk for suicidal thoughts or behavior was higher in clinical trials for epilepsy than in clinical trials for
psychiatric or other conditions, but the absolute risk differences were similar for the epilepsy and psychiatric indications.
Anyone considering prescribing LAMICTAL or any other AED must balance the risk of suicidal thoughts or behavior with
the risk of untreated illness. Epilepsy and many other illnesses for which AEDs are prescribed are themselves associated
with morbidity and mortality and an increased risk of suicidal thoughts and behavior. Should suicidal thoughts and behavior
emerge during treatment, the prescriber needs to consider whether the emergence of these symptoms in any given patient
may be related to the illness being treated. Patients, their caregivers, and families should be informed that AEDs increase
the risk of suicidal thoughts and behavior and should be advised of the need to be alert for the emergence or worsening of
the signs and symptoms of depression, any unusual changes in mood or behavior, or the emergence of suicidal thoughts,
behavior, or thoughts about self-harm. Behaviors of concern should be reported immediately to healthcare providers.
5.6 Use in PatientsWith Bipolar Disorder:Acute Treatment of Mood Episodes: Safety and effectiveness of LAMICTAL

in the acute treatment of mood episodes have not been established. Children and Adolescents (less than 18 years of age):
Safety and effectiveness of LAMICTAL in patients below the age of 18 years with mood disorders have not been established
[see Suicidal Behavior and Ideation (5.5)]. Clinical Worsening and Suicide Risk Associated With Bipolar Disorder: Patients
with bipolar disorder may experience worsening of their depressive symptoms and/or the emergence of suicidal ideation
and behaviors (suicidality) whether or not they are taking medications for bipolar disorder. Patients should be closely
monitored for clinical worsening (including development of new symptoms) and suicidality, especially at the beginning of a
course of treatment, or at the time of dose changes. In addition, patients with a history of suicidal behavior or thoughts,
those patients exhibiting a significant degree of suicidal ideation prior to commencement of treatment, and young adults
are at an increased risk of suicidal thoughts or suicide attempts, and should receive careful monitoring during treatment
[see Suicidal Behavior and Ideation (5.5)]. Consideration should be given to changing the therapeutic regimen, including
possibly discontinuing the medication, in patients who experience clinical worsening (including development of new
symptoms) and/or the emergence of suicidal ideation/behavior especially if these symptoms are severe, abrupt in onset,
or were not part of the patient’s presenting symptoms. Prescriptions for LAMICTAL should be written for the smallest
quantity of tablets consistent with good patient management in order to reduce the risk of overdose. Overdoses have been
reported for LAMICTAL, some of which have been fatal [see Overdosage (10.1)].
5.7 Potential Medication Errors: Medication errors involving LAMICTAL have occurred. In particular, the name

LAMICTAL or lamotrigine can be confused with the names of other commonly used medications. Medication errors may also
occur between the different formulations of LAMICTAL.To reduce the potential of medication errors, write and say LAMICTAL
clearly. Depictions of the LAMICTAL Tablets, Chewable Dispersible Tablets, and Orally Disintegrating Tablets can be found in
the Medication Guide that accompanies the product to highlight the distinctive markings, colors, and shapes that serve to
identify the different presentations of the drug and thus may help reduce the risk of medication errors.To avoid the medication
error of using the wrong drug or formulation, patients should be strongly advised to visually inspect their tablets to verify that
they are LAMICTAL, as well as the correct formulation of LAMICTAL, each time they fill their prescription.
5.8 Concomitant UseWith Oral Contraceptives: Some estrogen containing oral contraceptives have been shown to

decrease serum concentrations of lamotrigine [see Clinical Pharmacology (12.3) of full prescribing information]. Dosage
adjustments will be necessary in most patients who start or stop estrogen-containing oral contraceptives while
taking LAMICTAL [see Dosage and Administration (2.1) of full prescribing information]. During the week of inactive
hormone preparation (“pill-free” week) of oral contraceptive therapy, plasma lamotrigine levels are expected to rise, as much
as doubling at the end of the week. Adverse reactions consistent with elevated levels of lamotrigine, such as dizziness,
ataxia, and diplopia, could occur.
5.9 Withdrawal Seizures: As with other AEDs, LAMICTAL should not be abruptly discontinued. In patients with

epilepsy there is a possibility of increasing seizure frequency. In clinical trials in patients with Bipolar Disorder, 2 patients
experienced seizures shortly after abrupt withdrawal of LAMICTAL. However, there were confounding factors that may have
contributed to the occurrence of seizures in these bipolar patients. Unless safety concerns require a more rapid withdrawal,
the dose of LAMICTAL should be tapered over a period of at least 2 weeks (approximately 50% reduction per week) [see
Dosage and Administration (2.1) of full prescribing information].
5.10 Status Epilepticus: Valid estimates of the incidence of treatment-emergent status epilepticus among patients treated

with LAMICTAL are difficult to obtain because reporters participating in clinical trials did not all employ identical rules for identifying
cases.At a minimum, 7 of 2,343 adult patients had episodes that could unequivocally be described as status epilepticus.In addition,
a number of reports of variably defined episodes of seizure exacerbation (e.g., seizure clusters, seizure flurries, etc.) were made.
5.11 Sudden Unexplained Death in Epilepsy (SUDEP): During the premarketing development of LAMICTAL, 20

sudden and unexplained deaths were recorded among a cohort of 4,700 patients with epilepsy (5,747 patient-years of
exposure). Some of these could represent seizure-related deaths in which the seizure was not observed, e.g., at night.This
represents an incidence of 0.0035 deaths per patient-year. Although this rate exceeds that expected in a healthy population
matched for age and sex, it is within the range of estimates for the incidence of sudden unexplained deaths in patients with
epilepsy not receiving LAMICTAL (ranging from 0.0005 for the general population of patients with epilepsy, to 0.004 for a
recently studied clinical trial population similar to that in the clinical development program for LAMICTAL, to 0.005 for
patients with refractory epilepsy). Consequently, whether these figures are reassuring or suggest concern depends on the
comparability of the populations reported upon to the cohort receiving LAMICTAL and the accuracy of the estimates
provided. Probably most reassuring is the similarity of estimated SUDEP rates in patients receiving LAMICTAL and those
receiving other AEDs, chemically unrelated to each other, that underwent clinical testing in similar populations. Importantly,
that drug is chemically unrelated to LAMICTAL. This evidence suggests, although it certainly does not prove, that the high
SUDEP rates reflect population rates, not a drug effect.
5.12 Addition of LAMICTAL to a Multidrug Regimen That Includes Valproate: Because valproate reduces the

clearance of lamotrigine, the dosage of lamotrigine in the presence of valproate is less than half of that required in its absence.
5.13 Binding in the Eye and Other Melanin-Containing Tissues: Because lamotrigine binds to melanin, it could

accumulate in melanin-rich tissues over time.This raises the possibility that lamotrigine may cause toxicity in these tissues
after extended use. Although ophthalmological testing was performed in one controlled clinical trial, the testing was
inadequate to exclude subtle effects or injury occurring after long-term exposure. Moreover, the capacity of available tests
to detect potentially adverse consequences, if any, of lamotrigine's binding to melanin is unknown [see Clinical
Pharmacology (12.2) of full prescribing information]. Accordingly, although there are no specific recommendations for
periodic ophthalmological monitoring, prescribers should be aware of the possibility of long-term ophthalmologic effects.
5.14 LaboratoryTests:The value of monitoring plasma concentrations of lamotrigine in patients treated with LAMICTAL has

not been established.Because of the possible pharmacokinetic interactions between lamotrigine and other drugs including AEDs
[seeTable 15 under Pharmacokinetics (12.3) in the full prescribing information], monitoring of the plasma levels of lamotrigine and
concomitant drugs may be indicated, particularly during dosage adjustments. In general, clinical judgment should be exercised
regarding monitoring of plasma levels of lamotrigine and other drugs and whether or not dosage adjustments are necessary.
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 professional news
Norquist said. However, “the kids adapted 
to it immediately,” he reported. “They love 
it! They call us the TV docs.” 

And now a year later, adult patients 
indicate that they are happy with the sys-
tem as well. In fact, it is so popular that 
Norquist and his team are having diffi -
culty meeting the needs of their patients in 
Clarksdale and Greenwood, along with all 
of their other responsibilities at the Uni-
versity of Mississippi, but nonetheless they 
are working on an expansion.

“We hope to install telepsychiatry com-
munication between community mental 
health centers in Clarksdale and Green-
wood and the state hospital to improve the 
continuity of care of mentally ill patients 
from those regions. We hope to expand 

telepsychiatry communication to some 
other community mental health centers in 
the Delta as well. And if equipment could 
be set up for broadband wireless telepsy-
chiatry communication, it would expand 
our capabilities even more. For instance, 
we might be able to use it to reach elderly 
persons at home.”

In fi ve years, in fact, he visualizes hav-
ing a “seamless telepsychiatry system 
in place in the Delta.” Also, he is mak-
ing progress in working with the state on 
reimbursing psychiatrists for telepsychia-
try services.

Another facet of their program, Norquist 
reported, is using telepsychiatry to train staff 
in the community mental health centers in 
Clarksdale and Greenwood to practice evi-

dence-based medicine. “A psychologist is 
helping us conduct training in motivational 
interviewing,” he said. “We are also using 
the telepsychiatry system to provide ongo-
ing case supervision after the training to 
ensure fi delity to the practice.”

M argaret Kea Cassada, M.D., of 
Greenville, Miss., was recently 

named chair of the Mississippi Board 
of Mental Health. She is the principal 
psychiatrist for the Cassada Psychiatric 
Clinic in Greenville and is the medical 

Cassada Appointed to Head Up 
Mississippi Mental Health Board

6 ADVERSE REACTIONS
The following adverse reactions are described in more detail in the Warnings and Precautions section of the label:

Serious skin rashes [see Warnings and Precautions (5.1)], Hypersensitivity reactions [see Warnings and Precautions
(5.2)], Acute multiorgan failure [see Warnings and Precautions (5.3)], Blood dyscrasias [see Warnings and Precautions
(5.4)], Suicidal behavior and ideation [see Warnings and Precautions (5.5)], Withdrawal seizures [see Warnings and
Precautions (5.9)], Status epilepticus [see Warnings and Precautions (5.10)], Sudden unexplained death in epilepsy [see
Warnings and Precautions (5.11)].

6.1 Clinical Trials: Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared with rates in the clinical trials of another drug and may
not reflect the rates observed in practice. LAMICTAL has been evaluated for safety in patients with epilepsy and in patients
with Bipolar I Disorder. Adverse reactions reported for each of these patient populations are provided below. Excluded are
adverse reactions considered too general to be informative and those not reasonably attributable to the use of the drug.

Epilepsy: Most Common Adverse Reactions in All Clinical Studies: Adjunctive Therapy in Adults With Epilepsy: The
most commonly observed (≥5% for LAMICTAL and more common on drug than placebo) adverse reactions seen in
association with LAMICTAL during adjunctive therapy in adults and not seen at an equivalent frequency among placebo-
treated patients were: dizziness, ataxia, somnolence, headache, diplopia, blurred vision, nausea, vomiting, and rash.
Dizziness, diplopia, ataxia, blurred vision, nausea, and vomiting were dose-related. Dizziness, diplopia, ataxia, and blurred
vision occurred more commonly in patients receiving carbamazepine with LAMICTAL than in patients receiving other AEDs
with LAMICTAL. Clinical data suggest a higher incidence of rash, including serious rash, in patients receiving concomitant
valproate than in patients not receiving valproate [see Warnings and Precautions (5.1)]. Approximately 11% of the 3,378
adult patients who received LAMICTAL as adjunctive therapy in premarketing clinical trials discontinued treatment because
of an adverse reaction.The adverse reactions most commonly associated with discontinuation were rash (3.0%), dizziness
(2.8%), and headache (2.5%). In a dose-response study in adults, the rate of discontinuation of LAMICTAL for dizziness,
ataxia, diplopia, blurred vision, nausea, and vomiting was dose-related.

Monotherapy in Adults With Epilepsy: The most commonly observed (≥5% for LAMICTAL and more common on drug
than placebo) adverse reactions seen in association with the use of LAMICTAL during the monotherapy phase of the
controlled trial in adults not seen at an equivalent rate in the control group were vomiting, coordination abnormality,
dyspepsia, nausea, dizziness, rhinitis, anxiety, insomnia, infection, pain, weight decrease, chest pain, and dysmenorrhea.
The most commonly observed (≥5% for LAMICTAL and more common on drug than placebo) adverse reactions
associated with the use of LAMICTAL during the conversion to monotherapy (add-on) period, not seen at an equivalent
frequency among low-dose valproate-treated patients, were dizziness, headache, nausea, asthenia, coordination
abnormality, vomiting, rash, somnolence, diplopia, ataxia, accidental injury, tremor, blurred vision, insomnia, nystagmus,
diarrhea, lymphadenopathy, pruritus, and sinusitis. Approximately 10% of the 420 adult patients who received LAMICTAL
as monotherapy in premarketing clinical trials discontinued treatment because of an adverse reaction. The adverse
reactions most commonly associated with discontinuation were rash (4.5%), headache (3.1%), and asthenia (2.4%).

Adjunctive Therapy in Pediatric Patients With Epilepsy: The most commonly observed (≥5% for LAMICTAL and more
common on drug than placebo) adverse reactions seen in association with the use of LAMICTAL as adjunctive treatment
in pediatric patients 2 to 16 years of age and not seen at an equivalent rate in the control group were infection, vomiting,
rash, fever, somnolence, accidental injury, dizziness, diarrhea, abdominal pain, nausea, ataxia, tremor, asthenia, bronchitis,
flu syndrome, and diplopia. In 339 patients 2 to 16 years of age with partial seizures or generalized seizures of Lennox-
Gastaut syndrome, 4.2% of patients on LAMICTAL and 2.9% of patients on placebo discontinued due to adverse reactions.
The most commonly reported adverse reaction that led to discontinuation of LAMICTAL was rash. Approximately 11.5%
of the 1,081 pediatric patients 2 to 16 years of age who received LAMICTAL as adjunctive therapy in premarketing clinical
trials discontinued treatment because of an adverse reaction. The adverse reactions most commonly associated with
discontinuation were rash (4.4%), reaction aggravated (1.7%), and ataxia (0.6%).

Controlled Adjunctive Clinical Studies in Adults With Epilepsy: Listed below are treatment-emergent adverse reactions
that occurred in at least 2% of adult patients with epilepsy treated with LAMICTAL in placebo-controlled trials and were
numerically more common in the patients treated with LAMICTAL. In these studies, either LAMICTAL or placebo was
added to the patient's current AED therapy. Adverse reactions were usually mild to moderate in intensity. LAMICTAL was
administered as adjunctive therapy to 711 patients; 419 patients received adjunctive placebo. Patients in these adjunctive
studies were receiving 1 to 3 of the following concomitant AEDs (carbamazepine, phenytoin, phenobarbital, or primidone)
in addition to LAMICTAL or placebo. Patients may have reported multiple adverse reactions during the study or at
discontinuation; thus, patients may be included in more than one category.
Treatment-Emergent Adverse Reaction Incidence in Placebo-Controlled Adjunctive Trials in Adult Patients With
Epilepsy (Adverse events in at least 2% of patients treated with LAMICTAL and numerically more frequent than
in the placebo group are listed by body system with the incidence for LAMICTAL followed by placebo): Body as
a whole: Headache (29,19), flu syndrome (7,6), fever (6,4), abdominal pain (5,4), neck pain (2,1), reaction aggravated
(seizure exacerbation) (2,1); Digestive: Nausea (19,10), vomiting (9,4), diarrhea (6,4), dyspepsia (5,2), constipation (4,3),
anorexia (2,1); Musculoskeletal: Arthralgia (2,0); Nervous: Dizziness (38,13), ataxia (22,6), somnolence (14,7),
incoordination (6,2), insomnia (6,2), tremor (4,1), depression (4,3), anxiety (4,3), convulsion (3,1), irritability (3,2), speech
disorder (3,0), concentration disturbance (2,1);Respiratory: Rhinitis (14,9), pharyngitis (10,9), cough increased (8,6); Skin
and appendages: Rash (10,5), pruritus (3,2); Special senses: Diplopia (28,7), blurred vision (16,5), vision abnormality
(3,1); Urogenital (female patients only, n = 365, n = 207): Dysmenorrhea (7,6), vaginitis (4,1), amenorrhea (2,1).
Dose-Related Adverse Reactions From a Randomized, Placebo-Controlled AdjunctiveTrial in AdultsWith Epilepsy:
In a randomized, parallel study comparing placebo (n = 73) and 300 (n = 71) and 500 mg/day (n = 72) of LAMICTAL, some
of the more common drug-related adverse reactions were dose-related. The following adverse reactions are listed by
incidence in placebo first, LAMICTAL 300 mg dose second, and LAMICTAL 500 mg dose third: ataxia (10,10,28), blurred
vision (10,11,25), diplopia (8,24,49), dizziness (27,31,54), nausea (11,18,25), vomiting (4,11,18). The overall adverse
reaction profile for LAMICTAL was similar between females and males, and was independent of age. Because the largest
non-Caucasian racial subgroup was only 6% of patients exposed to LAMICTAL in placebo-controlled trials, there are
insufficient data to support a statement regarding the distribution of adverse reaction reports by race. Generally, females
receiving either LAMICTAL as adjunctive therapy or placebo were more likely to report adverse reactions than males.The
only adverse reaction for which the reports on LAMICTAL were greater than 10% more frequent in females than males
(without a corresponding difference by gender on placebo) was dizziness (difference = 16.5%). There was little difference
between females and males in the rates of discontinuation of LAMICTAL for individual adverse reactions.

Controlled Monotherapy Trial in Adults With Partial Seizures: Listed below are treatment-emergent adverse reactions that
occurred in at least 5% of patients with epilepsy treated with monotherapy with LAMICTAL in a double-blind trial following
discontinuation of either concomitant carbamazepine or phenytoin not seen at an equivalent frequency in the control group.
Forty-three patients received monotherapy with LAMICTAL up to 500 mg/day; 44 received low-dose valproate monotherapy at
1,000 mg/day. Patients in these studies were converted to LAMICTAL or valproate monotherapy from adjunctive therapy with
carbamazepine or phenytoin.Patients may have reported multiple adverse experiences during the study; thus, patients may be
included in more than one category.
Treatment-Emergent Adverse Reaction Incidence in Adults With Partial Seizures in a Controlled Monotherapy Trial
(Adverse reactions in at least 5% of patients treated with LAMICTAL and numerically more frequent than in the
valproate group are listed by body system with the incidence for LAMICTAL followed by valproate): Body as a whole:
Pain (5,0), infection (5,2), chest pain (5,2); Digestive:Vomiting (9,0), dyspepsia (7,2), nausea (7,2); Metabolic and nutritional:
Weight decrease (5,2); Nervous: Coordination abnormality (7,0), dizziness (7,0), anxiety (5,0), insomnia (5,2); Respiratory:
Rhinitis (7,2); Urogenital (female patients only (n=21), (n=28)): Dysmenorrhea (5 ,0).
Adverse reactions that occurred with a frequency of less than 5% and greater than 2% of patients receiving LAMICTAL
and numerically more frequent than placebo were: Body as a Whole: Asthenia, fever. Digestive: Anorexia, dry mouth,

rectal hemorrhage, peptic ulcer. Metabolic and Nutritional: Peripheral edema. Nervous System: Amnesia, ataxia,
depression, hypesthesia, libido increase, decreased reflexes, increased reflexes, nystagmus, irritability, suicidal ideation.
Respiratory: Epistaxis, bronchitis, dyspnea. Skin and Appendages: Contact dermatitis, dry skin, sweating. Special
Senses: Vision abnormality. Incidence in Controlled Adjunctive Trials in Pediatric Patients With Epilepsy: Listed below are
adverse reactions that occurred in at least 2% of 339 pediatric patients with partial seizures or generalized seizures of
Lennox-Gastaut syndrome, who received LAMICTAL up to 15 mg/kg/day or a maximum of 750 mg/day. Reported adverse
reactions were classified using COSTART terminology. LAMICTAL was administered as adjunctive therapy to 168 patients;
171 patients received adjunctive placebo.
Treatment-Emergent Adverse Reaction Incidence in Placebo-Controlled Adjunctive Trials in Pediatric Patients
With Epilepsy (Adverse reactions in at least 2% of patients treated with LAMICTAL and numerically more frequent
than in the placebo group are listed by body system with the incidence for LAMICTAL followed by placebo): Body
as a whole: Infection (20,17), fever (15,14), accidental injury (14,12), abdominal pain (10,5), asthenia (8,4), flu syndrome
(7,6), pain (5,4), facial edema (2,1), photosensitivity (2,0); Cardiovascular: Hemorrhage (2,1); Digestive: Vomiting
(20,16), diarrhea (11,9), nausea (10,2), constipation (4,2), dyspepsia (2,1), Hemic and lymphatic: Lymphadenopathy
(2,1); Metabolic and nutritional: Edema (2,0) Nervous system: Somnolence (17,15), dizziness (14,4), ataxia (11,3),
tremor (10,1), emotional lability (4,2), gait abnormality (4,2), thinking abnormality (3,2), convulsions (2,1), nervousness
(2,1), vertigo (2,1); Respiratory: Pharyngitis (14,11), bronchitis (7,5), increased cough (7,6), sinusitis (2,1), bronchospasm
(2,1); Skin: Rash (14,12), eczema (2,1), pruritus (2,1); Special senses: Diplopia (5,1), blurred vision (4,1), visual
abnormality (2,0); Urogenital: (male and female patients) Urinary tract infection (3,0).

Bipolar Disorder: The most commonly observed (≥5%) treatment-emergent adverse reactions seen in association with
the use of LAMICTAL as monotherapy (100 to 400 mg/day) in adult patients (≥18 years of age) with Bipolar Disorder in
the 2 double-blind, placebo-controlled trials of 18 months’ duration, and numerically more frequent than in placebo-treated
patients are: Treatment-Emergent Adverse Reaction Incidence in 2 Placebo-ControlledTrials in AdultsWith Bipolar
I Disorder (Adverse reactions in at least 5% of patients treated with LAMICTAL as monotherapy and numerically
more frequent than in the placebo group are listed by body system with the incidence for LAMICTAL followed by
placebo.) Patients in these studies were converted to LAMICTAL (100 to 400 mg/day) or placebo monotherapy from add-
on therapy with other psychotropic medications. Patients may have reported multiple adverse reactions during the study;
thus, patients may be included in more than one category General: Back pain (8,6); fatigue (8,5), abdominal pain (6,3);
Digestive: Nausea (14,11), constipation (5,2), vomiting (5,2); Nervous System: Insomnia (10,6), somnolence (9,7),
xerostomia (dry mouth) (6,4); Respiratory: Rhinitis (7,4), exacerbation of cough (5,3), pharyngitis (5,4); Skin: Rash
(nonserious) (7,5). In the overall bipolar and other mood disorders clinical trials, the rate of serious rash was 0.08% (1 of
1,233) of adult patients who received LAMICTAL as initial monotherapy and 0.13% (2 of 1,538) of adult patients who
received LAMICTAL as adjunctive therapy [see Warnings and Precautions (5.1)]. Adverse reactions that occurred in at
least 5% of patients and were numerically more common during the dose-escalation phase of LAMICTAL in these trials
(when patients may have been receiving concomitant medications) compared with the monotherapy phase were:
headache (25%), rash (11%), dizziness (10%), diarrhea (8%), dream abnormality (6%), and pruritus (6%). During the
monotherapy phase of the double-blind, placebo-controlled trials of 18 months’ duration, 13% of 227 patients who received
LAMICTAL (100 to 400 mg/day), 16% of 190 patients who received placebo, and 23% of 166 patients who received lithium
discontinued therapy because of an adverse reaction.The adverse reactions which most commonly led to discontinuation
of LAMICTAL were rash (3%) and mania/hypomania/mixed mood adverse reactions (2%). Approximately 16% of 2,401
patients who received LAMICTAL (50 to 500 mg/day) for Bipolar Disorder in premarketing trials discontinued therapy
because of an adverse reaction; most commonly due to rash (5%) and mania/hypomania/mixed mood adverse reactions
(2%). The overall adverse reaction profile for LAMICTAL was similar between females and males, between elderly and
nonelderly patients, and among racial groups.
These adverse reactions were usually mild to moderate in intensity. Other reactions that occurred in 5% or more patients
but equally or more frequently in the placebo group included: dizziness, mania, headache, infection, influenza, pain,
accidental injury, diarrhea, and dyspepsia.

Adverse reactions that occurred with a frequency of less than 5% and greater than 1% of patients receiving LAMICTAL
and numerically more frequent than placebo were: General: Fever, neck pain. Cardiovascular: Migraine. Digestive:
Flatulence. Metabolic and Nutritional: Weight gain, edema. Musculoskeletal: Arthralgia, myalgia. Nervous System:
Amnesia, depression, agitation, emotional lability, dyspraxia, abnormal thoughts, dream abnormality, hypoesthesia.
Respiratory: Sinusitis. Urogenital: Urinary frequency.
Adverse Reactions Following Abrupt Discontinuation: In the 2 maintenance trials, there was no increase in the incidence,
severity or type of adverse reactions in Bipolar Disorder patients after abruptly terminating therapy with LAMICTAL. In
clinical trials in patients with Bipolar Disorder, 2 patients experienced seizures shortly after abrupt withdrawal of LAMICTAL.
However, there were confounding factors that may have contributed to the occurrence of seizures in these bipolar patients
[see Warnings and Precautions (5.9)].
Mania/Hypomania/Mixed Episodes: During the double-blind, placebo-controlled clinical trials in Bipolar I Disorder in which
patients were converted to monotherapy with LAMICTAL (100 to 400 mg/day) from other psychotropic medications and
followed for up to 18 months, the rates of manic or hypomanic or mixed mood episodes reported as adverse reactions
were 5% for patients treated with LAMICTAL (n = 227), 4% for patients treated with lithium (n = 166), and 7% for patients
treated with placebo (n = 190). In all bipolar controlled trials combined, adverse reactions of mania (including hypomania
and mixed mood episodes) were reported in 5% of patients treated with LAMICTAL (n = 956), 3% of patients treated with
lithium (n = 280), and 4% of patients treated with placebo (n = 803).

6.2 Other Adverse Reactions Observed in All ClinicalTrials: LAMICTAL has been administered to 6,694 individuals
for whom complete adverse reaction data was captured during all clinical trials, only some of which were placebo
controlled. During these trials, all adverse reactions were recorded by the clinical investigators using terminology of their
own choosing. To provide a meaningful estimate of the proportion of individuals having adverse reactions, similar types of
adverse reactions were grouped into a smaller number of standardized categories using modified COSTART dictionary
terminology. The frequencies presented represent the proportion of the 6,694 individuals exposed to LAMICTAL who
experienced an event of the type cited on at least one occasion while receiving LAMICTAL. All reported adverse reactions
are included except those already listed in the previous tables or elsewhere in the labeling, those too general to be
informative, and those not reasonably associated with the use of the drug. Adverse reactions are further classified within
body system categories and enumerated in order of decreasing frequency using the following definitions: frequent adverse
reactions are defined as those occurring in at least 1/100 patients; infrequent adverse reactions are those occurring in
1/100 to 1/1,000 patients; rare adverse reactions are those occurring in fewer than 1/1,000 patients. Body as a Whole:
Infrequent: Allergic reaction, chills, and malaise. Cardiovascular System: Infrequent: Flushing, hot flashes, hypertension,
palpitations, postural hypotension, syncope, tachycardia, and vasodilation. Dermatological: Infrequent: Acne, alopecia,
hirsutism, maculopapular rash, skin discoloration, and urticaria.Rare: Angioedema, erythema, exfoliative dermatitis, fungal
dermatitis, herpes zoster, leukoderma, multiforme erythema, petechial rash, pustular rash, Stevens-Johnson syndrome,
and vesiculobullous rash. Digestive System: Infrequent: Dysphagia, eructation, gastritis, gingivitis, increased appetite,
increased salivation, liver function tests abnormal, and mouth ulceration. Rare: Gastrointestinal hemorrhage, glossitis, gum
hemorrhage, gum hyperplasia, hematemesis, hemorrhagic colitis, hepatitis, melena, stomach ulcer, stomatitis, and tongue
edema. Endocrine System: Rare: Goiter and hypothyroidism. Hematologic and Lymphatic System: Infrequent:
Ecchymosis and leukopenia. Rare: Anemia, eosinophilia, fibrin decrease, fibrinogen decrease, iron deficiency anemia,
leukocytosis, lymphocytosis, macrocytic anemia, petechia, and thrombocytopenia. Metabolic and Nutritional Disorders:
Infrequent: Aspartate transaminase increased. Rare: Alcohol intolerance, alkaline phosphatase increase, alanine
transaminase increase, bilirubinemia, general edema, gamma glutamyl transpeptidase increase, and hyperglycemia.
Musculoskeletal System: Infrequent: Arthritis, leg cramps, myasthenia, and twitching. Rare: Bursitis, muscle atrophy,
pathological fracture, and tendinous contracture. Nervous System: Frequent: Confusion and paresthesia. Infrequent:
Akathisia, apathy, aphasia, CNS depression, depersonalization, dysarthria, dyskinesia, euphoria, hallucinations, hostility,

LAMICTAL® (lamotrigine) Tablets
LAMICTAL® (lamotrigine) Chewable Dispersible Tablets

LAMICTAL® ODT™ (lamotrigine) Orally Disintegrating Tablets

Although there are a number of other 
telepsychiatry programs throughout the 
United States that deliver patient care and 
training, he said, this continued training 
through case supervision appears to be 
unusual among telepsychiatry programs. ■

director of the Senior Care Unit, Senior 
Psychiatric Unit, and the Intensive Out-
patient Program at Greenwood Lefl ore 
Hospital, Sharkey Issaquena County 
Hospital, and North Sunfl ower County 
Hospital. ■
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BY AARON LEVIN

More money is available to help psychiatrists and other mental health 
professionals reduce their debt load.

Govt. Hopes Loan Repayments
Lure Psychiatrists to Rural Areas

professional news

Stimulus and response worked 
for Pavlov. Can it work as well 
for the U.S. government as it 
tries to place psychiatrists and 
mental health professionals 

where they are needed?
The Health Resources and Services 

Administration (HRSA) hopes that more 

psychiatrists will respond to offers of 
stimulus money and practice for two 
years in medically underserved areas, 
anywhere from Bethel, Alaska, to Brook-
lyn, N.Y.

The Obama administration’s economic 
stimulus package—formally known as the 
American Recovery and Reinvestment 

Act—allots $300 million for the National 
Health Service Corps (NHSC), including 
$200 million to cover loan repayments for 
primary care clinicians who agree to work 
for two years in health professional short-
age areas.

Psychiatry is considered an “approved 
primary care specialty” in the eyes of the 
NHSC.

The HRSA program does not pay sala-
ries but offers up to $50,000 toward repay-
ment of qualifying loans. The loan-repay-
ments funds are exempt from income and 
employment taxes.

Wider Choice of Eligible Service Sites
New applicants to the program will 

have a wider choice of eligible service sites 

than before and a greater number of vacan-
cies from which to choose, according to 
an agency statement. There are more than 
7,000 health care jobs of all types currently 
listed by the agency.

Kofi  Abadio, M.D., completed his 
NHSC service in 2008 after graduating 
from the University of Oklahoma Medi-
cal School and fi nishing residency in Nor-
man, Okla. He worked for two years in pri-
vate practice in Salina, Kan., a designated 
underserved area.

“I felt like I was helping in an area 
where help was needed,” Abadio told Psy-
chiatric News. “Psychiatry is psychiatry, 
wherever you go.”

Private practice is just one alternative 
for psychiatrists taking part in the pro-
gram. About half of NHSC clinicians ful-
fi ll their commitment at federally sup-
ported health centers. Others serve in 
rural health clinics, Indian Health Service 
clinics, public health department clinics, 
hospital-affi liated primary care practices, 
managed care networks, prisons, and U.S. 
Immigration, Customs, and Enforcement 
sites.

Health Professional Shortage Areas are 
designated by HRSA as having shortages 
of primary medical care, dental, or men-
tal health providers and may be defi ned by 
geographic, demographic, or institutional 
criteria.

Abadio felt welcomed into the over-
all medical community in Salina once he 
began practice there. He noted that the 
NHSC does not pay a salary, so his com-
pensation was the same as any other psy-
chiatrist would receive in the same setting. 
The advantage was the reduction in med-
ical-school debt, he said.

“If there was any drawback, it was the 
paperwork involved in documenting the 
numbers of patients you see, how many 
are on Medicare or Medicaid, and so on,” 
he said.

Abadio enjoyed working in a rural 
area. He still lives in Salina, even after 
taking a full-time job as a civilian psychi-
atrist with the U.S. Army 40 miles away 
at Fort Riley.

Must Practice General Psychiatry
Psychiatrists in the NHSC must meet 

the same qualifi cations as other physicians 
but must serve in areas specifi cally desig-
nated as having mental health professional 
shortages. They must also agree to prac-
tice as general psychiatrists during their 
period of service, even if they have com-
pleted fellowships in subspecialties such as 
child or geriatric psychiatry.

They must be board certifi ed in psy-
chiatry or have completed a residency pro-
gram in psychiatry and have a full, perma-
nent medical license from the state where 
they intend to serve.

At least 21 hours of the 40-hour work-
week must be spent providing direct 
patient counseling during normally 
scheduled offi ce hours in an ambula-
tory outpatient care setting, according 
to agency information. The remaining 
hours must be spent providing clinical 
services in alternative settings or per-
forming practice-related administrative 
activities.

More information on the National 
Health Service Corps is posted at <http://
nhsc.hrsa.gov/index.htm>. ■

hyperkinesia, hypertonia, libido decreased, memory decrease, mind racing, movement disorder, myoclonus, panic attack,
paranoid reaction, personality disorder, psychosis, sleep disorder, stupor, and suicidal ideation. Rare: Choreoathetosis,
delirium, delusions, dysphoria, dystonia, extrapyramidal syndrome, faintness, grand mal convulsions, hemiplegia,
hyperalgesia, hyperesthesia, hypokinesia, hypotonia, manic depression reaction, muscle spasm, neuralgia, neurosis,
paralysis, and peripheral neuritis.RespiratorySystem: Infrequent:Yawn.Rare: Hiccup and hyperventilation.Special Senses:
Frequent: Amblyopia. Infrequent: Abnormality of accommodation, conjunctivitis, dry eyes, ear pain, photophobia, taste
perversion, and tinnitus.Rare: Deafness, lacrimation disorder, oscillopsia, parosmia, ptosis, strabismus, taste loss, uveitis, and
visual field defect.Urogenital System: Infrequent: Abnormal ejaculation, hematuria, impotence, menorrhagia, polyuria, and
urinary incontinence. Rare: Acute kidney failure, anorgasmia, breast abscess, breast neoplasm, creatinine increase, cystitis,
dysuria, epididymitis, female lactation, kidney failure, kidney pain, nocturia, urinary retention, and urinary urgency.
6.3 Postmarketing Experience: The following adverse events (not listed above in clinical trials or other sections of the

prescribing information) have been identified during postapproval use of LAMICTAL. Because these events are reported
voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a
causal relationship to drug exposure. Blood and Lymphatic: Agranulocytosis, hemolytic anemia. Gastrointestinal:
Esophagitis. Hepatobiliary Tract and Pancreas: Pancreatitis. Immunologic: Lupus like reaction, vasculitis. Lower
Respiratory: Apnea. Musculoskeletal: Rhabdomyolysis has been observed in patients experiencing hypersensitivity
reactions.Neurology:Exacerbation of Parkinsonian symptoms in patients with pre-existing Parkinson’s disease, tics.Non-
site Specific: Progressive immunosuppression.
7 DRUG INTERACTIONS

Significant drug interactions with lamotrigine are summarized in Table 2. Additional details of these drug interaction studies
are provided in the Clinical Pharmacology subsection [see Clinical Pharmacology (12.3) of full prescribing information].
Table 2. Established and Other Potentially Significant Drug Interactions

Effect on Concentration of
Concomitant Drug Lamotrigine or Concomitant Drug Clinical Comment
Estrogen-containing oral ↓ lamotrigine Decreased lamotrigine levels approximately 50%.
contraceptive preparations
containing 30 mcg
ethinylestradiol and
150 mcg levonorgestrel ↓ levonorgestrel Decrease in levonorgestrel component by 19%.
Carbamazepine (CBZ) ↓ lamotrigine Addition of carbamazepine decreases lamotrigine
and CBZ epoxide concentration approximately 40%.

? CBZ epoxide May increase CBZ epoxide levels.
Phenobarbital/Primidone ↓ lamotrigine Decreased lamotrigine

concentration approximately 40%.
Phenytoin (PHT) ↓ lamotrigine Decreased lamotrigine

concentration approximately 40%.
Rifampin ↓ lamotrigine Decreased lamotrigine AUC

approximately 40%.
Valproate ↑ lamotrigine Increased lamotrigine concentrations slightly

more than 2-fold.
? valproate Decreased valproate concentrations an average

of 25% over a 3-week period then stabilized in
healthy volunteers; no change in controlled
clinical trials in epilepsy patients.

↓= Decreased (induces lamotrigine glucuronidation).
↑= Increased (inhibits lamotrigine glucuronidation).
?= Conflicting data.
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy: Teratogenic Effects: Pregnancy Category C. No evidence of teratogenicity was found in mice, rats, or

rabbits when lamotrigine was orally administered to pregnant animals during the period of organogenesis at doses up to
1.2, 0.5, and 1.1 times, respectively, on a mg/m2 basis, the highest usual human maintenance dose (i.e., 500 mg/day).
However, maternal toxicity and secondary fetal toxicity producing reduced fetal weight and/or delayed ossification were
seen in mice and rats, but not in rabbits at these doses. Teratology studies were also conducted using bolus intravenous
administration of the isethionate salt of lamotrigine in rats and rabbits. In rat dams administered an intravenous dose at 0.6
times the highest usual human maintenance dose, the incidence of intrauterine death without signs of teratogenicity was
increased. A behavioral teratology study was conducted in rats dosed during the period of organogenesis. At day 21
postpartum, offspring of dams receiving 5 mg/kg/day or higher displayed a significantly longer latent period for open field
exploration and a lower frequency of rearing. In a swimming maze test performed on days 39 to 44 postpartum, time to
completion was increased in offspring of dams receiving 25 mg/kg/day.These doses represent 0.1 and 0.5 times the clinical
dose on a mg/m2 basis, respectively. Lamotrigine did not affect fertility, teratogenesis, or postnatal development when rats
were dosed prior to and during mating, and throughout gestation and lactation at doses equivalent to 0.4 times the highest
usual human maintenance dose on a mg/m2 basis. When pregnant rats were orally dosed at 0.1, 0.14, or 0.3 times the
highest human maintenance dose (on a mg/m2 basis) during the latter part of gestation (days 15 to 20), maternal toxicity
and fetal death were seen. In dams, food consumption and weight gain were reduced, and the gestation period was slightly
prolonged (22.6 vs. 22.0 days in the control group). Stillborn pups were found in all 3 drug-treated groups with the highest
number in the high-dose group. Postnatal death was also seen, but only in the 2 highest doses, and occurred between days
1 and 20. Some of these deaths appear to be drug-related and not secondary to the maternal toxicity. A no-observed-effect
level (NOEL) could not be determined for this study. Although lamotrigine was not found to be teratogenic in the above
studies, lamotrigine decreases fetal folate concentrations in rats, an effect known to be associated with teratogenesis in
animals and humans.There are no adequate and well-controlled studies in pregnant women. Because animal reproduction
studies are not always predictive of human response, this drug should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus.
Non-Teratogenic Effects: As with other AEDs, physiological changes during pregnancy may affect lamotrigine concentrations
and/or therapeutic effect.There have been reports of decreased lamotrigine concentrations during pregnancy and restoration
of pre-partum concentrations after delivery. Dosage adjustments may be necessary to maintain clinical response.
Pregnancy Exposure Registry: To provide information regarding the effects of in utero exposure to LAMICTAL, physicians
are advised to recommend that pregnant patients taking LAMICTAL enroll in the North American Antiepileptic Drug
(NAAED) Pregnancy Registry. This can be done by calling the toll-free number 1-888-233-2334, and must be done by
patients themselves. Information on the registry can also be found at the website http://www.aedpregnancyregistry.org/.
Physicians are also encouraged to register patients in the Lamotrigine Pregnancy Registry; enrollment in this registry must
be done prior to any prenatal diagnostic tests and before fetal outcome is known. Physicians can obtain information by
calling the Lamotrigine Pregnancy Registry at 1-800-336-2176 (toll-free).
8.2 Labor and Delivery: The effect of LAMICTAL on labor and delivery in humans is unknown.
8.3 Nursing Mothers: Preliminary data indicate that lamotrigine passes into human milk. Because the effects on the

infant exposed to lamotrigine by this route are unknown, breastfeeding while taking LAMICTAL is not recommended.
8.4 Pediatric Use: LAMICTAL is indicated for adjunctive therapy in patients ≥2 years of age for partial seizures, the

generalized seizures of Lennox-Gastaut syndrome, and primary generalized tonic-clonic seizures. Safety and efficacy of
LAMICTAL, used as adjunctive treatment for partial seizures, were not demonstrated in a small randomized, double-blind,
placebo-controlled, withdrawal study in very young pediatric patients (1 to 24 months). LAMICTAL was associated with an
increased risk for infectious adverse reactions (LAMICTAL 37%, Placebo 5%), and respiratory adverse reactions (LAMICTAL
26%, Placebo 5%). Infectious adverse reactions included: bronchiolitis, bronchitis, ear infection, eye infection, otitis externa,

pharyngitis, urinary tract infection, and viral infection. Respiratory adverse reactions included nasal congestion, cough, and
apnea. Safety and effectiveness in patients below the age of 18 years with Bipolar Disorder has not been established.
8.5 Geriatric Use: Clinical studies of LAMICTAL for epilepsy and in Bipolar Disorder did not include sufficient numbers

of subjects 65 years of age and over to determine whether they respond differently from younger subjects or exhibit a
different safety profile than that of 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 drug therapy.
8.6 PatientsWith Hepatic Impairment: Experience in patients with hepatic impairment is limited. Based on a clinical

pharmacology study in 24 patients with mild, moderate, and severe liver impairment [see Clinical Pharmacology (12.3) of
full prescribing information], the following general recommendations can be made. No dosage adjustment is needed in
patients with mild liver impairment. Initial, escalation, and maintenance doses should generally be reduced by
approximately 25% in patients with moderate and severe liver impairment without ascites and 50% in patients with severe
liver impairment with ascites. Escalation and maintenance doses may be adjusted according to clinical response [see
Dosage and Administration (2.1) of full prescribing information].
8.7 Patients With Renal Impairment: Lamotrigine is metabolized mainly by glucuronic acid conjugation, with the

majority of the metabolites being recovered in the urine. In a small study comparing a single dose of lamotrigine in patients
with varying degrees of renal impairment with healthy volunteers, the plasma half-life of lamotrigine was significantly longer
in the patients with renal impairment [see Clinical Pharmacology (12.3) of full prescribing information]. Initial doses of
LAMICTAL should be based on patients' AED regimen; reduced maintenance doses may be effective for patients with
significant renal impairment. Few patients with severe renal impairment have been evaluated during chronic treatment with
LAMICTAL. Because there is inadequate experience in this population, LAMICTAL should be used with caution in these
patients [see Dosage and Administration (2.1) of full prescribing information].
10 OVERDOSAGE
10.1 Human Overdose Experience: Overdoses involving quantities up to 15 g have been reported for LAMICTAL,

some of which have been fatal. Overdose has resulted in ataxia, nystagmus, increased seizures, decreased level of
consciousness, coma, and intraventricular conduction delay.
10.2 Management of Overdose: There are no specific antidotes for lamotrigine. Following a suspected overdose,

hospitalization of the patient is advised. General supportive care is indicated, including frequent monitoring of vital signs
and close observation of the patient. If indicated, emesis should be induced or gastric lavage should be performed; usual
precautions should be taken to protect the airway. It should be kept in mind that lamotrigine is rapidly absorbed [see Clinical
Pharmacology (12.3) of full prescribing information]. It is uncertain whether hemodialysis is an effective means of removing
lamotrigine from the blood. In 6 renal failure patients, about 20% of the amount of lamotrigine in the body was removed by
hemodialysis during a 4-hour session. A Poison Control Center should be contacted for information on the management of
overdosage of LAMICTAL.
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Psychiatry and All That Jazz
Are Parallel Passions

BY EVE BENDER

Improvisation and intellectual curiosity drive the professional 
success of a psychiatrist and acclaimed musician who finds balance in 
the things he loves.

One might say that Denny 
Zeitlin, M.D., got an early 
jump on his dual career as a 
psychiatrist and jazz pianist. 

His father was a radiol-
ogist who learned to play piano by ear, and 
his mother was a classically trained pianist. 
He can remember at the age of 2 climb-
ing up on their respective laps and placing 
his little hands on theirs as they played on 
the Steinway in the living room so that he 
could “get a sense of what it was like to tra-
verse the keyboard before I could sit there 
myself and play,” he said in an interview 
with Psychiatric News. 

Less than a year later, Zeitlin claimed 
the piano bench for himself and began cre-
ating melodies and improvising upon them. 

The precocious boy from Highland 
Park, Ill., soon discovered that he pos-
sessed another gift. 

“It wasn’t too many years later that I 
began practicing psychotherapy on the 
playground, without a license,” Zeitlin 
remarked. 

State licensing boards need not be 
alarmed, however. Zeitlin, inspired by his 
uncle, who was a psychoanalyst, was merely 
listening to his elementary-school class-
mates who had entrusted him with prob-
lems relating to parents, siblings, and peers. 

“I wanted to listen, understand, and be 
helpful to them,” said Zeitlin, adding that 
he found the experience of guiding his peers 
through the pitfalls of their elementary-
school years fascinating and gratifying. 

He also voraciously read books with 
psychological theories or themes and was 
certain that he would eventually enter the 
helping profession. 

Zeitlin received formal training fi rst 
in music and then in medicine but never 
imagined that it would be impossible to 
have a successful career in both fi elds. 

“The cross-pollination of music and 
psychiatry in my life has always been cru-
cial to me,” he remarked. 

 Playing With the Pros
When at age 6 Zeitlin began study-

ing classical piano, he found that he was 
drawn to the modern composers. During 
this period of formal study, he said, he was 
less interested in reinterpreting the writ-
ten page note for note as classical pianists 
do and more interested in studying how 
the music was structured and transform-
ing it to make his own. 

One of the defi ning moments in his life 
came during the eighth grade, when he 
fi rst heard a jazz album by George Shear-
ing, which was markedly different from 
anything Zeitlin had experienced up to 
that point. “I could tell that new music was 
being composed from moment to moment, 
and I was blown away by the rhythmic 
drive of the music,” he said. 

Zeitlin’s discovery of jazz could not 

have come at a better place or time. Chi-
cago in the early 1950s boasted a burgeon-
ing jazz scene, and during his high-school 
years Zeitlin would sit in with jazz musi-
cians at local clubs until the wee hours, an 
experience he called “an informal appren-
ticeship in the world of jazz.” 

He also formed a jazz trio of his own, 
and would play with other ensembles as 
well at cocktail parties or 
local jazz venues. 

As an undergraduate 
at the University of Illi-
nois and then as a medical 
student at Johns Hopkins, 
Zeitlin continued to play 
with seasoned jazz musi-
cians. “I can recall study-
ing for six hours each 
night in my monastic cell 
in the medical resident 
hall,” Zeitlin said, “and 
then I’d drive to a local 
jazz club and sit in with 
some jazz musicians for 
several hours after that, 
just immersing myself in the music.” 

Recording Career Is Launched
Although he was interested in honing 

his musical skills, in light of his medical 
studies he had no plans to begin a record-
ing career or even to make his music more 
public. That all changed when as a third-
year medical student in 1963, he was offered 
a fellowship in psychiatry at Columbia Uni-
versity in the New York State Psychiatric 
Institute. During his 10-week stint there, 
he met with famed Columbia Records pro-
ducer John Hammond, who was enthusias-
tic about Zeitlin’s work, and together they 
went to work in the studio. 

His fi rst recording was as the featured 
pianist on “Flute Fever,” an album by Jer-
emy Steig. 

Between 1963 and 1967, four additional 
albums were released by Columbia, featur-
ing the Denny Zeitlin Trio. 

He has since released more than 30 
recordings, maintained an international 
performing career, appeared frequently 
on network TV and radio, and twice won 
fi rst place in the Down Beat International 
Jazz Critics Poll. 

His two most recent releases showcase 
the span of his work over the years. One 
is a three-CD box set reissue from the 
1960s called, “Denny Zeitlin: The Colum-
bia Studio Trio Sessions,” and the other 
is a CD featuring his current trio, titled, 
“Denny Zeitlin Trio in Concert Featuring 
Buster Williams and Matt Wilson.”

Reviews of Zeitlin’s work are often 
infused with praise for his inventive-
ness—for instance, a review in the Los 
Angeles Times referred to him as an “art-
ist whose skills are so expansive that he 
can integrate everything he hears into 

the fabric of his soloing. In the best sense, 
in the manner that has always been true 
of jazz’s fi nest improvisers, Zeitlin con-
stantly stretches the creative envelope, 
measuring himself only against the infi -
nite demands of his music.”

Jazz historian Ted Gioia, looking back 
on Zeitlin’s early work with Columbia 
Records, asked in one review, “And why 
is Denny Zeitlin important? There is the 
obvious matter of his formidable technical 
command of the instrument. His touch, 
his dynamics, and his clarity of execution 
are exemplary. But even more to the point, 
Zeitlin came to grips with virtually all of 
the pressing issues facing the jazz key-
boardists of his generation.”

Zeitlin’s musical career was not lim-
ited to studio recordings and concerts; he 
was asked to compose the musical score for 
the 1978 remake of “Invasion of the Body 
Snatchers,” starring Donald Sutherland and 
Brooke Adams. He also composed and per-
formed music for the fi rst season of the TV 
show “Sesame Street.”

A Life Improvised
After graduating from medical school, 

Zeitlin moved to San Francisco in 1964 to 
intern at the University of California, San 
Francisco (UCSF), where he also completed 
a psychiatry residency in 1968 at the Lang-
ley Porter Psychiatric Institute and where 
he is now a clinical professor of psychiatry. 

In addition, he has maintained a pri-
vate practice out of his home in Marin 
County and an offi ce on the UCSF cam-
pus, where he conducts psychotherapy 
with individuals, couples, and groups. He 
also consults to other psychotherapists’ 
practices and conducts courses and work-
shops in psychotherapy.

Zeitlin’s longtime mentor was Joseph 
Weiss, M.D., a psychoanalyst and founder 
of control-mastery theory with whom 
Zeitlin met each week from 1975 until 
Weiss’s death in 2004. Control-mastery 
theory is a psychodynamic, cognitive, rela-
tional theory about how pathogenic beliefs 
stem from early traumatic events; the goal 
of the therapy is to help patients change 
their pathogenic beliefs.

He has been able to fi nd a common thread 
throughout his work with patients and his 
music through a workshop he has developed 
titled “Unlocking the Creative Impulse: The 
Psychology of Improvisation.” 

Zeitlin has found in his work and life 
that the best way to unleash one’s pow-
ers of creativity and to excel at creative 
or analytic pursuits is to blend the disci-
pline of the craft—focusing on technical 
skill, for instance—with a more experien-
tial approach in which one loses the “posi-
tional sense of oneself” and becomes one 
with the activity. 

When this state is achieved while play-
ing music, Zeitlin noted, he feels as if he 
is simply a conduit for his music, and he 
experiences the music not just in sound, 
but in color and texture. 

He fi nds that in his work with patients, 
this state is achieved when he is able, on an 
intellectual and emotional level, to enter his 
patients’ worlds “in the most deep and empa-
thetic way so that I can more fully understand 
what it is that they are trying to describe.”

Though his work with patients and 
music are major components of his life, 
Zeitlin refers to his wife of 40 years, Jose-
phine, as the “hub” of his life. She is a land-
scape designer and actor whom Zeitlin 
describes as “the most naturally creative 
person I’ve ever known.” 

At age 70 Zeitlin has no plans to slow 
down and is excited about the future. “I 
have created a body of work over the years 
that feels authentic to me. My goal is to keep 
growing as an artist and keep fi nding new 
ways to stretch myself as a musician,” he 
said, and the same holds true in his work as 
a psychiatrist: “I’m hoping to fi nd new ways 
to be effective in my work with patients.” 

More information about Denny Zeit-
lin and his work is posted at <www.
dennyzeitlin.com>. ■

members in the news

Zeitlin Trio, from left: Buster Williams, who plays bass; Denny 
Zeitlin, piano; and Matt Wilson, drums.

Denny Zeitlin presents his lecture-demon-
stration, “Unlocking the Creative Impulse: 
The Psychology of Improvisation.”
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“The cross-
pollination of 

music and 
psychiatry in 

my life has 
always been 

crucial to 
me.”
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BY JACQUELINE SMITH, M.D.

Students Learn About Medical Career
As Doctors Go ‘Back to School’

residents’ forum

D uring APA’s annual meeting in 
San Francisco in May, I had the 
great fortune of participating in a 

rewarding offering that was not part of 
the meeting’s formal program. As a part 
of the AMA’s “Doctors Back to School” 
program, I visited the School of Saint Leo 
the Great across the Bay in Oakland, Calif. 
The “Doctors Back to School” program 
encourages minority youth to attend col-
lege and then medical school. 

APA participates in the program through 
the Commission to End Health Disparities, 
of which it is a member. APA’s involvement 
in the program is in conjunction with major 
APA meetings such as the annual meeting 
and the Institute on Psychiatric Services. It 
represents a wonderful and unique oppor-
tunity for young students to learn about the 
rewarding and diverse fi eld of psychiatry in 
particular and glean more general informa-
tion about a career as a physician.

More than 60 students from the sixth 
through eighth grades attended the pre-

sentation. Also attending were Marilyn 
King from the APA Offi ce of Minority 
and National Affairs, who coordinated 
the visit; child and adolescent psychia-
try resident Dr. Aeva Gaymon-Doomes; 
recent medical school graduate Dr. 
Onisha Lawrence; and medical student 
Byron Young.

After we introduced ourselves, the stu-
dents wasted no time asking questions.

They wanted to know what our high 
school and college course loads were and 
if any of us had ever goofed off in school 
or made mistakes. We told them about our 
own choices of courses; for example, I was 
a biology and psychology major in college. 
However, we also emphasized that they 
could choose whatever classes interested 
them, as long as they met basic require-
ments for college and then medical school 
matriculation. 

Many of the students were particularly 
interested in what gross anatomy was like. 
When one youngster fi nally asked the 
question, a murmur rippled through the 
crowd. We of course gave them the basic 
spiel about using human bodies, learning 
the anatomy, and working with partners or 

as part of a team. But to satisfy their real 
question—was the course truly gross?—
we gave a few more details about the odor 
in the rooms and what it was like to explore 
and handle all the organs. 

We also discussed other topics such 
as how we chose our undergraduate col-
leges and medical schools. For many of us, 
we wanted to be in particular cities (New 
Orleans, Atlanta); for others, there were 
practicalities such as the course offerings 
or cost; and for some, there were more pro-
found reasons such as where the school’s 
athletic teams ranked and availability of 
student tickets! 

We addressed the importance of bal-
ancing work and studies with fun. For my 
part, I was pretty straight-laced until col-
lege when I took time to be in the march-
ing band, play intramural sports, and 
attend my fair share of parties. Dr. Gay-
mon-Doomes joined a sorority and met 
her husband in college.

In explaining why we chose psychiatry 
as our specialty, the responses included 
working with at-risk populations and 
being able to have a diversity of experi-
ences. The two child and adolescent fel-
lows were able to share our experiences 
as physicians and psychiatrists. We dis-
cussed working in settings such as hospi-
tals, clinics, and schools; seeing patients 
with various diagnoses, such as depres-
sion or ADHD; and getting to work with 
parents. Dr. Gaymon-Doomes discussed 

the use of telepsychiatry to reach rural 
populations.

These young students were truly an 
enthusiastic and inquisitive group. One 
young man who sat in front asked the fi rst 
question. Even though we made it clear 
we wanted to hear from everyone, he kept 
his hand raised almost the entire hour! He 
and some of the other students stayed and 
asked us questions after the formal pro-
gram was over. They even asked to take a 
group picture with us. Who knew that a 
psychiatrist could feel like a rock star from 
time to time? 

Though this is generally a program 
provided at national meetings, resi-
dent and medical student APA members 
should consider implementing the “Doc-
tors Back to School” program in conjunc-
tion with local- and state-level meetings 
and conferences. It is easy to do and takes 
very little preparation other than setting 
up the visit. Ms. King and her offi ce will 
help seek out the schools and set up vis-
its. There is also a tool kit available at the 
Web site below. 

In short, it is fun and serves to inspire 
youth to believe that they too can become 
a physician and even a psychiatrist.

More information about the “Doc-
tors Back to School Program” is posted at 
<www.ama-assn.org/ama/pub/physician-
resources/public-health/eliminating-
health-disparities/doctors-back-school/
doctors-back-school-kit.shtml>. ■

Jacqueline Smith, M.D., is a PGY-5 child and 
adolescent psychiatry fellow at the University 
of North Carolina.

 Congratulations to the Winners of the 

 2009 APA Psychiatric Services Achievement Awards
Each year applicants compete to win these awards, which recognize outstanding programs in the fi eld of public psychiatry for 

innovative and creative service delivery to people with mental illnesses and disabilities.  Awards will be presented on October 8 at 

the Opening Session of the Institute on Psychiatric Services, Sheraton New York Hotel and Towers, New York, NY.

 ■ Gold Award for Academically or Institutionally Sponsored Programs
  Th e Palliative Care Psychiatry Program of the San Diego Hospice and Th e Institute for Palliative Medicine, San Diego, CA

 ■ Gold Award for Community Based Programs
  Th e Th resholds Supported Employment Program, Chicago, IL

 ■ Silver Award
  Th e CHOICES Program (Consumers Helping Others Improve their Condition by Ending Smoking)

  Department of Psychiatry, UMDNJ-Robert Wood Johnson Medical School, New Brunswick, NJ

 ■ Bronze Award
  Th e South Bronx Mental Health Council’s Children and Adolescent Services Program, Bronx, NY

 

Join representatives from these award winning programs for a special session at the Institute on Psychiatric Services on Friday, 

October 9, 8:30 – 11:30 a.m., Conference Room L, Lower Lobby of the Sheraton New York Hotel and Towers.  You can also visit the 

Achievement Awards Booth in the Institute’s Exhibit Hall to fi nd out more about the awards.

Th e American Psychiatric Association’s Psychiatric Services Achievement Awards are supported 
by a charitable contribution from Pfi zer Inc. to the American Psychiatric Foundation.
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For Major Depressive Disorder (MDD)...

LEXAPRO IS NOW APPROVED 
for adolescents aged 12 to 171

WARNING: SUICIDALITY AND ANTIDEPRESSANT DRUGS 

Antidepressants increased the risk compared to placebo of suicidal thinking and behavior (suicidality) in children, 
adolescents, and young adults in short-term studies of major depressive disorder (MDD) and other psychiatric 
disorders. Anyone considering the use of Lexapro or any other antidepressant in a child, adolescent or young 
adult must balance this risk with the clinical need. Short-term studies did not show an increase in the risk of 
suicidality with antidepressants compared to placebo in adults beyond age 24; there was a reduction in risk with 
antidepressants compared to placebo in adults aged 65 and older. Depression and certain other psychiatric 
disorders are themselves associated with increases in the risk of suicide. Patients of all ages who are started on 
antidepressant therapy should be monitored appropriately and observed closely for clinical worsening, suicidality, 
or unusual changes in behavior. Families and caregivers should be advised of the need for close observation and 
communication with the prescriber. Lexapro is not approved for use in pediatric patients less than 12 years of age.

Please see additional Important Safety Information on following pages. 

DSM-IV-TR criteria for Major Depressive Episode: Five or more symptoms have been present during the same 2-week 
period and represent a change from previous functioning; at least one of the symptoms is either (1) depressed mood or 
(2) loss of interest or pleasure in nearly all activities. In children and adolescents, depressed mood can be irritable mood.2
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IMPORTANT SAFETY INFORMATION (continued)

Contraindications

 Lexapro is contraindicated in patients taking monoamine • 
oxidase inhibitors (MAOIs). There have been reports of 
serious, sometimes fatal, reactions with some cases 
resembling neuroleptic malignant syndrome (NMS) and 
serotonin syndrome. Features may include hyperthermia, 
rigidity, myoclonus, autonomic instability with possible 
rapid fl uctuations of vital signs, and mental status changes 
that include extreme agitation progressing to delirium 
and coma. These reactions have also been reported in 
patients who have recently discontinued SSRI treatment 
and have been started on an MAOI. Serotonin syndrome 
was reported for two patients who were concomitantly 
receiving linezolid, an antibiotic which has MAOI activity. 
Lexapro should not be used in combination with an MAOI 
or within 14 days of discontinuing an MAOI. MAOIs should 
not be initiated within 14 days of discontinuing Lexapro. 

 Lexapro is contraindicated in patients taking pimozide or • 
with hypersensitivity to escitalopram or citalopram. 

Warnings and Precautions

 All patients treated with antidepressants should be • 
monitored appropriately and observed closely for clinical 
worsening, suicidality and unusual changes in behavior, 
especially within the fi rst few months of treatment 
or when changing the dose. Consideration should be 
given to changing the therapeutic regimen, including 
discontinuing medication, in patients whose depression 
is persistently worse, 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. Families and 
caregivers of patients treated with antidepressants 
should be alerted about the need to monitor patients 
daily for the emergence of agitation, irritability, unusual 
changes in behavior, or the emergence of suicidality, 
and report such symptoms immediately. Prescriptions 
for Lexapro should be written for the smallest quantity 
of tablets, consistent with good patient management, in 
order to reduce the risk of overdose. 
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• For acute and maintenance treatment1

 — Patients should be periodically reassessed 
to determine the need for maintenance treatment1

•  Signifi cant improvement in CDRS-R scores 
starting at week 43

 —Full antidepressant effect may take 4 to 6 weeks 

• Flexible dosing with a recommended dose of 10 mg/day1

 —Titration to 20 mg/day, if necessary, after a minimum of 3 weeks1 

LEXAPRO is indicated as an integral part of a total treatment program for MDD. 
Drug treatment may not be indicated for all adolescents with this syndrome.

LEXAPRO provides 
symptom relief for 
adolescents with MDD

 A major depressive episode may be the initial presentation • 
of bipolar disorder. In patients at risk for bipolar disorder, 
treating such an episode with an antidepressant alone 
may increase the likelihood of precipitating a mixed/
manic episode. Prior to initiating treatment with an 
antidepressant, patients should be adequately screened 
to determine if they are at risk for bipolar disorder. 
Lexapro should be used cautiously in patients with a 
history of mania or seizure disorder. Lexapro is not 
approved for use in treating bipolar depression.  

 The concomitant use of Lexapro with other SSRIs, SNRIs, • 
triptans, tryptophan, antipsychotics or other dopamine 
antagonists is not recommended due to potential 
development of life-threatening serotonin syndrome or 
neuroleptic malignant syndrome (NMS)-like reactions. 
Reactions have been reported with SNRIs and SSRIs 
alone, including Lexapro, but particularly with drugs 
that impair metabolism of serotonin (including MAOIs). 
Management of these events should include immediate 
discontinuation of Lexapro and the concomitant agent 
and continued monitoring.  

 Patients should be monitored for adverse reactions when • 
discontinuing treatment with Lexapro. During marketing 
of Lexapro and other SSRIs and SNRIs, there have 
been spontaneous reports of adverse events occurring 
upon discontinuation, including dysphoric mood, 
irritability, agitation, dizziness, sensory disturbances 
(e.g., paresthesias), anxiety, confusion, headache, 
lethargy, emotional lability, insomnia and hypomania. 
A gradual dose reduction rather than abrupt cessation is 
recommended whenever possible.

Please see additional Important Safety Information
on next page. 

Visit the LEXAPRO website at www.lexapro.com

NOW 

FDA APPROVED 

for M
ajor Depressive Disorder (M

DD) 

in adolescents aged 12 to 17 1 
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LEXAPRO® (escitalopram oxalate) TABLETS/ORAL SOLUTION Rx Only
Brief Summary: For complete details, please see full Prescribing Information for Lexapro. 

WARNINGS: SUICIDALITY AND ANTIDEPRESSANT DRUGS
Antidepressants increased the risk compared to placebo of suicidal thinking and behavior 
(suicidality) in children, adolescents, and young adults in short-term studies of major depressive
disorder (MDD) and other psychiatric disorders. Anyone considering the use of Lexapro or any other
antidepressant in a child, adolescent, or young adult must balance this risk with the clinical need.
Short-term studies did not show an increase in the risk of suicidality with antidepressants 
compared to placebo in adults beyond age 24; there was a reduction in risk with antidepressants
compared to placebo in adults aged 65 and older. Depression and certain other psychiatric disor-
ders are themselves associated with increases in the risk of suicide. Patients of all ages who are
started on anti depressant therapy should be monitored appropriately and observed closely for 
clinical worsening, suicidality, or unusual changes in behavior. Families and caregivers should be
advised of the need for close observation and communication with the prescriber. Lexapro is not
approved for use in pediatric patients less than 12 years of age. [See Warnings and Precautions:
Clinical Worsening and Suicide Risk, Patient Counseling Information: Information for Patients, and
Used in Specific Populations: Pediatric Use].

INDICATIONS AND USAGE: Major Depressive Disorder-Lexapro (escitalopram) is indicated for the
acute and maintenance treatment of major depressive disorder in adults and in adolescents 12 to 17
years of age [see Clinical Studies]. A major depressive episode (DSM-IV) implies a prominent and rel-
atively persistent (nearly every day for at least 2 weeks) depressed or dysphoric mood that usually
interferes with daily functioning, and includes at least five of the following nine symptoms: depressed
mood, loss of interest in usual activities, significant change in weight and/or appetite, insomnia or
hypersomnia, psychomotor agitation or retardation, increased fatigue, feelings of guilt or worthless-
ness, slowed thinking or impaired concentration, a suicide attempt or suicidal ideation. Generalized
Anxiety Disorder-Lexapro is indicated for the acute treatment of Generalized Anxiety Disorder (GAD) in
adults [see Clinical Studies]. Generalized Anxiety Disorder (DSM-IV) is characterized by excessive 
anxiety and worry (apprehensive expectation) that is persistent for at least 6 months and which the 
person finds difficult to control. It must be associated with at least 3 of the following symptoms: 
restlessness or feeling keyed up or on edge, being easily fatigued, difficulty concentrating or mind
going blank, irritability, muscle tension, and sleep disturbance. 
CONTRAINDICATIONS: Monoamine oxidase inhibitors (MAOIs)-Concomitant use in patients taking
monoamine oxidase inhibitors (MAOIs) is contraindicated [see Warnings and Precautions]. Pimozide-
Concomitant use in patients taking pimozide is contraindicated [see Drug Interactions].
Hypersensitivity to escitalopram or citalopram-Lexapro is contraindicated in patients with a hypersen-
sitivity to escitalopram or citalopram or any of the inactive ingredients in Lexapro. 
WARNINGS AND PRECAUTIONS: Clinical Worsening and Suicide Risk-Patients with major depressive
disorder (MDD), both adult and pediatric, may experience worsening of their depression and/or the
emergence of suicidal ideation and behavior (suicidality) or unusual changes in behavior, whether or
not they are taking antidepressant medications, and this risk may persist until significant remission
occurs. Suicide is a known risk of depression and certain other psychiatric disorders, and these disor-
ders themselves are the strongest predictors of suicide. There has been a long-standing concern, 
however, that antidepressants may have a role in inducing worsening of depression and the emergence 
of suicidality in certain patients during the early phases of treatment. Pooled analyses of short-term
placebo-controlled trials of antidepressant drugs (SSRIs and others) showed that these drugs increase
the risk of suicidal thinking and behavior (suicidality) in children, adolescents, and young adults (ages
18-24) with major depressive disorder (MDD) and other psychiatric disorders. Short-term studies 
did not show an increase in the risk of suicidality with antidepressants compared to placebo in 
adults beyond age 24; there was a reduction with anti depressants compared to placebo in adults aged
65 and older. The pooled analyses of placebo-controlled trials in children and adolescents with MDD,
obsessive compulsive disorder (OCD), or other psychiatric disorders included a total of 24 short-term
trials of 9 antidepressant drugs in over 4400 patients. The pooled analyses of placebo-controlled trials
in adults with MDD or other psychiatric disorders included a total of 295 short-term trials (median 
duration of 2 months) of 11 antidepressant drugs in over 77,000 patients. There was considerable 
variation in risk of suicidality among drugs, but a tendency toward an increase in the younger patients
for almost all drugs studied. There were differences in absolute risk of suicidality across the different
indications, with the highest incidence in MDD. The risk differences (drug vs. placebo), however, were
relatively stable within age strata and across indications. These risk differences (drug-placebo differ-
ence in the number of cases of suicidality per 1000 patients treated) are provided in Table 1.

TABLE 1
Age Range Drug-Placebo Difference in Number of Cases 

of Suicidality per 1000 Patients Treated
Increases Compared to Placebo

<18 14 additional cases
18-24 5 additional cases 

Decreases Compared to Placebo 
25-64 1 fewer case 
≥65 6 fewer cases 

No suicides occurred in any of the pediatric trials. There were suicides in the adult trials, but the 
number was not sufficient to reach any conclusion about drug effect on suicide. It is unknown whether
the suicidality risk extends to longer-term use, i.e., beyond several months. However, there is substan-
tial evidence from placebo-controlled maintenance trials in adults with depression that the use of 
antidepressants can delay the recurrence of depression. All patients being treated with antidepressants 
for any indication should be monitored appropriately and observed closely for clinical worsening, 
suicidality, and unusual changes in behavior, especially during the initial few months of a course of drug
therapy, or at times of dose changes, either increases or decreases. The following symptoms, anxiety,
agitation, panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia (psy-
chomotor restlessness), hypomania, and mania, have been reported in adult and pediatric patients
being treated with antidepressants for major depressive disorder as well as for other indications, both
psychiatric and nonpsychiatric. Although a causal link between the emergence of such symptoms and
either the worsening of depression and/or the emergence of suicidal impulses has not been established,
there is concern that such symptoms may represent precursors to emerging suicidality. Consideration
should be given to changing the therapeutic regimen, including possibly discontinuing the medication,
in patients whose depression is persistently worse, or who are experiencing emergent suicidality or
symptoms that might be precursors to worsening depression or suicidality, especially if these symp-
toms are severe, abrupt in onset, or were not part of the patient’s presenting symptoms. If the decision
has been made to discontinue treatment, medication should be tapered, as rapidly as is feasible, but
with recognition that abrupt discontinuation can be associated with certain symptoms [see Dosage and
Administration]. Families and caregivers of patients being treated with antidepressants for major
depressive disorder or other indications, both psychiatric and nonpsychiatric, should be alerted about
the need to monitor patients for the emergence of agitation, irritability, unusual changes in behavior,
and the other symptoms described above, as well as the emergence of suicidality, and to report such
symptoms immediately to health care providers. Such monitoring should include daily observation by
families and caregivers [see also Patient Counseling Information]. Prescriptions for Lexapro should be
written for the smallest quantity of tablets consistent with good patient management, in order to reduce
the risk of overdose. Screening Patients for Bipolar Disorder-A major depressive episode may be the
initial presentation of bipolar disorder. It is generally believed (though not established in controlled 
trials) that treating such an episode with an antidepressant alone may increase the likelihood of precip-
itation of a mixed/manic episode in patients at risk for bipolar disorder. Whether any of the symptoms
described above represent such a conversion is unknown. However, prior to initiating treatment with an
antidepressant, patients with depressive symptoms should be adequately screened to determine if they
are at risk for bipolar disorder; such screening should include a detailed psychiatric history, including
a family history of suicide, bipolar disorder, and depression. It should be noted that Lexapro is not
approved for use in treating bipolar depression. Serotonin Syndrome or Neuroleptic Malignant
Syndrome (NMS)-like Reactions-The development of a potentially life-threatening serotonin syndrome
or Neuroleptic Malignant Syndrome (NMS)-like reactions have been reported with SNRIs and 
SSRIs alone, including Lexapro treatment, but particularly with concomitant use of serotonergic drugs
(including triptans) with drugs which impair metabolism of serotonin (including MAOIs), or with anti -
psychotics or other dopamine antagonists. Serotonin syndrome symptoms may include mental status
changes (e.g., agitation, hallucinations, coma), autonomic instability (e.g., tachycardia, labile blood
pressure, hyperthermia), neuromuscular aberrations (e.g., hyperreflexia, incoordination) and/or gas-
trointestinal symptoms (e.g., nausea, vomiting, diarrhea). Serotonin syndrome, in its most severe form
can resemble neuroleptic malignant syndrome, which includes hyperthermia, muscle rigidity, autonomic
instability with possible rapid fluctuation of vital signs, and mental status changes. Patients should be
monitored for the emergence of serotonin syndrome or NMS-like signs and symptoms. The 
concomitant use of Lexapro with MAOIs intended to treat depression is contraindicated. If concomitant
treatment of Lexapro with a 5-hydroxytryptamine receptor agonist (triptan) is clinically warranted, care-
ful observation of the patient is advised, particularly during treatment initiation and dose increases. 
The concomitant use of Lexapro with serotonin precursors (such as tryptophan) is not recommended.
Treatment with Lexapro and any concomitant serotonergic or antidopaminergic agents, including
antipsychotics, should be discontinued immediately if the above events occur and supportive 

symptomatic treatment should be initiated. Discontinuation of Treatment with Lexapro-During market-
ing of Lexapro and other SSRIs and SNRIs (serotonin and norepinephrine reuptake inhibitors), there
have been spontaneous reports of adverse events occurring upon discontinuation of these drugs, 
particularly when abrupt, including the following: dysphoric mood, irritability, agitation, dizziness, 
sensory disturbances (e.g., paresthesias such as electric shock sensations), anxiety, confusion,
headache, lethargy, emotional lability, insomnia, and hypomania. While these events are generally self-
limiting, there have been reports of serious discontinuation symptoms. Patients should be monitored
for these symptoms when discontinuing treatment with Lexapro. A gradual reduction in the dose rather
than abrupt cessation is recommended whenever possible. If intolerable symptoms occur following a
decrease in the dose or upon discontinuation of treatment, then resuming the previously prescribed
dose may be considered. Subsequently, the physician may continue decreasing the dose but at a more
gradual rate [see Dosage and Administration]. Seizures-Although anticonvulsant effects of racemic
citalopram have been observed in animal studies, Lexapro has not been systematically evaluated in
patients with a seizure disorder. These patients were excluded from clinical studies during the product’s
premarketing testing. In clinical trials of Lexapro, cases of convulsion have been reported in associa-
tion with Lexapro treatment. Like other drugs effective in the treatment of major depressive disorder,
Lexapro should be introduced with care in patients with a history of seizure disorder. Activation of
Mania/Hypomania-In placebo-controlled trials of Lexapro in major depressive disorder, activation of
mania/hypomania was reported in one (0.1%) of 715 patients treated with Lexapro and in none of the
592 patients treated with placebo. One additional case of hypomania has been reported in association
with Lexapro treatment. Activation of mania/hypomania has also been reported in a small proportion of
patients with major affective disorders treated with racemic citalopram and other marketed drugs 
effective in the treatment of major depressive disorder. As with all drugs effective in the treatment 
of major depressive disorder, Lexapro should be used cautiously in patients with a history of mania.
Hyponatremia-Hyponatremia may occur as a result of treatment with SSRIs and SNRIs, including
Lexapro. In many cases, this hyponatremia appears to be the result of the syndrome of inappropriate
antidiuretic hormone secretion (SIADH), and was reversible when Lexapro was discontinued. Cases
with serum sodium lower than 110 mmol/L have been reported. Elderly patients may be at greater risk
of developing hyponatremia with SSRIs and SNRIs. Also, patients taking diuretics or who are otherwise
volume depleted may be at greater risk [see Geriatric Use]. Discontinuation of Lexapro should be con-
sidered in patients with symptomatic hyponatremia and appropriate medical intervention should be
instituted. Signs and symptoms of hyponatremia include headache, difficulty concentrating, memory
impairment, confusion, weakness, and unsteadiness, which may lead to falls. Signs and symptoms
associated with more severe and/or acute cases have included hallucination, syncope, seizure, coma,
respiratory arrest, and death. Abnormal Bleeding-SSRIs and SNRIs, including Lexapro, may increase
the risk of bleeding events. Concomitant use of aspirin, nonsteroidal anti-inflammatory drugs, warfarin,
and other anticoagulants may add to the risk. Case reports and epidemiological studies (case-control
and cohort design) have demonstrated an association between use of drugs that interfere with 
serotonin reuptake and the occurrence of gastrointestinal bleeding. Bleeding events related to SSRIs
and SNRIs use have ranged from ecchymoses, hematomas, epistaxis, and petechiae to life-threatening
hemorrhages. Patients should be cautioned about the risk of bleeding associated with the concomitant
use of Lexapro and NSAIDs, aspirin, or other drugs that affect coagulation. Interference with Cognitive
and Motor Performance-In a study in normal volunteers, Lexapro 10 mg/day did not produce impair-
ment of intellectual function or psychomotor performance. Because any psychoactive drug may impair
judgment, thinking, or motor skills, however, patients should be cautioned about operating hazardous
machinery, including automobiles, until they are reasonably certain that Lexapro therapy does not affect
their ability to engage in such activities. Use in Patients with Concomitant Illness-Clinical experience
with Lexapro in patients with certain concomitant systemic illnesses is limited. Caution is advisable 
in using Lexapro in patients with diseases or conditions that produce altered metabolism or hemody-
namic responses. Lexapro has not been systematically evaluated in patients with a recent history of
myocardial infarction or unstable heart disease. Patients with these diagnoses were generally excluded
from clinical studies during the product’s premarketing testing. In subjects with hepatic impairment,
clearance of racemic citalopram was decreased and plasma concentrations were increased. The recom-
mended dose of Lexapro in hepatically impaired patients is 10 mg/day [see Dosage and Administration].
Because escitalopram is extensively metabolized, excretion of unchanged drug in urine is a minor route
of elimination. Until adequate numbers of patients with severe renal impairment have been evaluated
during chronic treatment with Lexapro, however, it should be used with caution in such patients [see
Dosage and Administration]. Potential for Interaction with Monoamine Oxidase Inhibitors-In patients
receiving serotonin reuptake inhibitor drugs in combination with a monoamine oxidase inhibitor
(MAOI), there have been reports of serious, sometimes fatal, reactions including hyperthermia, 
rigidity, myoclonus, autonomic instability with possible rapid fluctuations of vital signs, and mental 
status changes that include extreme agitation progressing to delirium and coma. These reactions have
also been reported in patients who have recently discontinued SSRI treatment and have been started
on an MAOI. Some cases presented with features resembling neuroleptic malignant syndrome.

Warnings and Precautions (continued)

 • SSRIs and SNRIs have been associated with clinically 
signifi cant hyponatremia. Elderly patients and patients 
taking diuretics or who are otherwise volume-depleted 
appear to be at a greater risk. Discontinuation of Lexapro 
should be considered in patients with symptomatic 
hyponatremia and appropriate medical intervention 
should be instituted.  

 SSRIs (including Lexapro) and SNRIs may increase • 
the risk of bleeding. Patients should be cautioned that 
concomitant use of aspirin, NSAIDs, warfarin or other 
anticoagulants may add to the risk.

 Patients should be cautioned about operating hazardous • 
machinery, including automobiles, until they are 
reasonably certain that Lexapro does not affect their 
ability to engage in such activities.

 Lexapro should be used with caution in patients with • 
severe renal impairment or with diseases or conditions 
that alter metabolism or hemodynamic responses. In 
subjects with hepatic impairment, clearance of racemic 
citalopram was decreased and plasma concentrations 
were increased. The recommended dose of Lexapro in 
hepatically impaired patients is 10 mg/day.

 For pregnant or nursing mothers, Lexapro should be • 
used only if the potential benefi t justifi es the potential 
risk to the fetus or child.

Adverse Reactions

 • In clinical trials of MDD, the most common adverse 
reactions in adults treated with Lexapro (approximately 
5% or greater and at least twice the incidence of 
placebo) were nausea (15% vs 7%), insomnia (9% vs 
4%), ejaculation disorder (9% vs <1%), fatigue (5% vs 
2%), somnolence (6% vs 2%), and increased sweating 
(5% vs 2%). In pediatric patients, the overall profi le of 
adverse reactions was similar to that seen in adults; 
however, the following additional adverse reactions were 
reported at an incidence of at least 2% for Lexapro and 
greater than placebo: back pain, urinary tract infection, 
vomiting, and nasal congestion.  

References: 1. LEXAPRO [package insert]. St. Louis, Mo: Forest Pharmaceuticals, Inc.; 2009. 
2. American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders. 
4th ed (Text Revision). Washington, DC: APA; 2000. 3. Emslie GJ, Ventura D, Korotzer A, 
Tourkodimitris S. Escitalopram in the treatment of adolescent depression: a randomized 
placebo-controlled multisite trial. J Am Acad Child Adolesc Psychiatry. 2009;48:721-729.

Please see accompanying brief summary of prescribing 
information for LEXAPRO, including Boxed Warning. 

Visit the LEXAPRO website at www.lexapro.com
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Furthermore, limited animal data on the effects of combined use of SSRIs and MAOIs suggest that these
drugs may act synergistically to elevate blood pressure and evoke behavioral excitation. Therefore, it is 
recommended that Lexapro should not be used in combination with an MAOI, or within 14 days of discon-
tinuing treatment with an MAOI. Similarly, at least 14 days should be allowed after stopping Lexapro before
starting an MAOI. Serotonin syndrome has been reported in two patients who were concomitantly receiving
linezolid, an antibiotic which is a reversible non-selective MAOI.
ADVERSE REACTIONS: Clinical Trials Experience-Because clinical studies are conducted under widely vary-
ing conditions, adverse reaction rates observed in the clinical studies of a drug cannot be directly compared
to rates in the clinical studies of another drug and may not reflect the rates observed in practice. Clinical
Trial Data Sources; Pediatrics (6 -17 years)-Adverse events were collected in 576 pediatric patients (286
Lexapro, 290 placebo) with major depressive disorder in double-blind placebo-controlled studies. Safety and
effectiveness of Lexapro in pediatric patients less than 12 years of age has not been established. Adults-
Adverse events information for Lexapro was collected from 715 patients with major depressive disorder who
were exposed to escitalopram and from 592 patients who were exposed to placebo in double-blind, placebo-
controlled trials. An additional 284 patients with major depressive disorder were newly exposed to escitalo-
pram in open-label trials. The adverse event information for Lexapro in patients with GAD was collected from
429 patients exposed to escitalopram and from 427 patients exposed to placebo in double-blind, placebo-
controlled trials. Adverse events during exposure were obtained primarily by general inquiry and recorded by
clinical investigators using terminology of their own choosing. Consequently, it is not possible to provide a
meaningful estimate of the proportion of individuals experiencing adverse events without first grouping 
similar types of events into a smaller number of standardized event categories. In the tables and tabulations
that follow, standard World Health Organization (WHO) terminology has been used to classify reported
adverse events. The stated frequencies of adverse reactions represent the proportion of individuals who
experienced, at least once, a treatment-emergent adverse event of the type listed. An event was considered
treatment-emergent if it occurred for the first time or worsened while receiving therapy following baseline
evaluation. Adverse Events Associated with Discontinuation of Treatment; Major Depressive Disorder;
Pediatrics (6 -17 years)-Adverse events were associated with discontinuation of 3.5% of 286 patients receiv-
ing Lexapro and 1% of 290 patients receiving placebo. The most common adverse event (incidence at least
1% for Lexapro and greater than placebo) associated with discontinuation was insomnia (1% Lexapro, 0%
placebo). Adults-Among the 715 depressed patients who received Lexapro in placebo-controlled trials, 6%
discontinued treatment due to an adverse event, as compared to 2% of 592 patients receiving placebo. In
two fixed-dose studies, the rate of discontinuation for adverse events in patients receiving 10 mg/day
Lexapro was not significantly different from the rate of discontinuation for adverse events in patients receiv -
ing placebo. The rate of discontinuation for adverse events in patients assigned to a fixed dose of 20 mg/day
Lexapro was 10%, which was significantly different from the rate of discontinuation for adverse events in
patients receiving 10 mg/day Lexapro (4%) and placebo (3%). Adverse events that were associated with the
discontinuation of at least 1% of patients treated with Lexapro, and for which the rate was at least twice that
of placebo, were nausea (2%) and ejaculation disorder (2% of male patients). Generalized Anxiety Disorder;
Adults-Among the 429 GAD patients who received Lexapro 10-20 mg/day in placebo-controlled trials, 8%
discontinued treatment due to an adverse event, as compared to 4% of 427 patients receiving placebo.
Adverse events that were associated with the discontinuation of at least 1% of patients treated with Lexapro,
and for which the rate was at least twice the placebo rate, were nausea (2%), insomnia (1%), and fatigue
(1%). Incidence of Adverse Reactions in Placebo-Controlled Clinical Trials; Major Depressive Disorder;
Pediatrics (6 -17 years)-The overall profile of adverse reactions in pediatric patients was generally similar 
to that seen in adult studies, as shown in Table 2. However, the following adverse reactions (excluding 
those which appear in Table 2 and those for which the coded terms were uninformative or misleading) 
were reported at an incidence of at least 2% for Lexapro and greater than placebo: back pain, urinary 
tract infection, vomiting, and nasal congestion. Adults-The most commonly observed adverse reactions 
in Lexapro patients (incidence of approximately 5% or greater and approximately twice the incidence in
placebo patients) were insomnia, ejaculation disorder (primarily ejaculatory delay), nausea, sweating
increased, fatigue, and somnolence. Table 2 enumerates the incidence, rounded to the nearest percent, of
treatment-emergent adverse events that occurred among 715 depressed patients who received Lexapro at
doses ranging from 10 to 20 mg/day in placebo-controlled trials. Events included are those occurring in 2%
or more of patients treated with Lexapro and for which the incidence in patients treated with Lexapro was
greater than the incidence in placebo-treated patients. 

TABLE 2
Treatment-Emergent Adverse Reactions Observed with a Frequency of ≥ 2%

and Greater Than Placebo for Major Depressive Disorder

Adverse Reaction Lexapro Placebo
(N=715) (N=592)

Autonomic Nervous System Disorders
Dry Mouth 6% 5%
Sweating Increased 5% 2%
Central & Peripheral Nervous System Disorders
Dizziness 5% 3%
Gastrointestinal Disorders
Nausea 15% 7%
Diarrhea 8% 5%
Constipation 3% 1%
Indigestion 3% 1%
Abdominal Pain 2% 1%
General
Influenza-like Symptoms 5% 4%
Fatigue 5% 2%
Psychiatric Disorders
Insomnia 9% 4%
Somnolence 6% 2%
Appetite Decreased 3% 1%
Libido Decreased 3% 1%
Respiratory System Disorders
Rhinitis 5% 4%
Sinusitis 3% 2%
Urogenital
Ejaculation Disorder1,2 9% <1%
Impotence2 3% <1%
Anorgasmia3 2% <1%

1Primarily ejaculatory delay.
2Denominator used was for males only (N=225 Lexapro; N=188 placebo).
3Denominator used was for females only (N=490 Lexapro; N=404 placebo).

Generalized Anxiety Disorder; Adults-The most commonly observed adverse reactions in Lexapro patients
(incidence of approximately 5% or greater and approximately twice the incidence in placebo patients) were
nausea, ejaculation disorder (primarily ejaculatory delay), insomnia, fatigue, decreased libido, and anorgas-
mia. Table 3 enumerates the incidence, rounded to the nearest percent of treatment-emergent adverse events
that occurred among 429 GAD patients who received Lexapro 10 to 20 mg/day in placebo-controlled trials.
Events included are those occurring in 2% or more of patients treated with Lexapro and for which the 
incidence in patients treated with Lexapro was greater than the incidence in placebo-treated patients. 

TABLE 3
Treatment-Emergent Adverse Reactions Observed with a Frequency of ≥ 2% 

and Greater Than Placebo for Generalized Anxiety Disorder
Adverse Reactions Lexapro Placebo

(N=429) (N=427)
Autonomic Nervous System Disorders

Dry Mouth 9% 5%
Sweating Increased 4% 1%

Central & Peripheral Nervous System Disorders
Headache 24% 17%
Paresthesia 2% 1%

Gastrointestinal Disorders
Nausea 18% 8%
Diarrhea 8% 6%
Constipation 5% 4%
Indigestion 3% 2%
Vomiting 3% 1%
Abdominal Pain 2% 1%
Flatulence 2% 1%
Toothache 2% 0%

General
Fatigue 8% 2%
Influenza-like Symptoms 5% 4%

Musculoskeletal System Disorder
Neck/Shoulder Pain 3% 1%

Psychiatric Disorders
Somnolence 13% 7%
Insomnia 12% 6%
Libido Decreased 7% 2%
Dreaming Abnormal 3% 2%
Appetite Decreased 3% 1%
Lethargy 3% 1%

Respiratory System Disorders
Yawning 2% 1%

Urogenital
Ejaculation Disorder1,2 14% 2%
Anorgasmia3 6% <1%
Menstrual Disorder 2% 1%

1Primarily ejaculatory delay.
2Denominator used was for males only (N=182 Lexapro; N=195 placebo).
3Denominator used was for females only (N=247 Lexapro; N=232 placebo).

Dose Dependency of Adverse Reactions-The potential dose dependency of common adverse reactions
(defined as an incidence rate of ≥5% in either the 10 mg or 20 mg Lexapro groups) was examined on the
basis of the combined incidence of adverse events in two fixed-dose trials. The overall incidence rates of
adverse events in 10 mg Lexapro-treated patients (66%) was similar to that of the placebo-treated patients
(61%), while the incidence rate in 20 mg/day Lexapro-treated patients was greater (86%). Table 4 shows
common adverse reactions that occurred in the 20 mg/day Lexapro group with an incidence that was approx-
imately twice that of the 10 mg/day Lexapro group and approximately twice that of the placebo group. 

TABLE 4
Incidence of Common Adverse Reactions in Patients with Major 

Depressive Disorder 
Adverse Reaction Placebo 10 mg/day 20 mg/day

(N=311) Lexapro Lexapro
(N=310) (N=125)

Insomnia 4% 7% 14%
Diarrhea 5% 6% 14%
Dry Mouth 3% 4% 9%
Somnolence 1% 4% 9%
Dizziness 2% 4% 7%
Sweating Increased <1% 3% 8%
Constipation 1% 3% 6%
Fatigue 2% 2% 6%
Indigestion 1% 2% 6%

Male and Female Sexual Dysfunction with SSRIs-Although changes in sexual desire, sexual performance,
and sexual satisfaction often occur as manifestations of a psychiatric disorder, they may also be a conse-
quence of pharmacologic treatment. In particular, some evidence suggests that SSRIs can cause such unto-
ward sexual experiences. Reliable estimates of the incidence and severity of untoward experiences involving
sexual desire, performance, and satisfaction are difficult to obtain, however, in part because patients and
physicians may be reluctant to discuss them. Accordingly, estimates of the incidence of untoward sexual
experience and performance cited in product labeling are likely to underestimate their actual incidence. 

TABLE 5
Incidence of Sexual Side Effects in Placebo-Controlled Clinical Trials

Adverse Event Lexapro Placebo
In Males Only

(N=407) (N=383)
Ejaculation Disorder
(primarily ejaculatory delay) 12% 1%
Libido Decreased 6% 2%
Impotence 2% <1%

In Females Only
(N=737) (N=636)

Libido Decreased 3% 1%
Anorgasmia 3% <1%

There are no adequately designed studies examining sexual dysfunction with escitalopram treatment.
Priapism has been reported with all SSRIs. While it is difficult to know the precise risk of sexual dysfunction
associated with the use of SSRIs, physicians should routinely inquire about such possible side effects.  Vital
Sign Changes-Lexapro and placebo groups were compared with respect to (1) mean change from baseline
in vital signs (pulse, systolic blood pressure, and diastolic blood pressure) and (2) the incidence of patients
meeting criteria for potentially clinically significant changes from baseline in these variables. These analyses
did not reveal any clinically important changes in vital signs associated with Lexapro treatment. In addition,
a comparison of supine and standing vital sign measures in subjects receiving Lexapro indicated that
Lexapro treatment is not associated with orthostatic changes. Weight Changes-Patients treated with Lexapro
in controlled trials did not differ from placebo-treated patients with regard to clinically important change in
body weight. Laboratory Changes-Lexapro and placebo groups were compared with respect to (1) mean
change from baseline in various serum chemistry, hematology, and urinalysis variables, and (2) the incidence
of patients meeting criteria for potentially clinically significant changes from baseline in these variables.
These analyses revealed no clinically important changes in laboratory test parameters associated with
Lexapro treatment. ECG Changes-Electrocardiograms from Lexapro (N=625), racemic citalopram (N=351),
and placebo (N=527) groups were compared with respect to (1) mean change from baseline in various ECG
parameters and (2) the incidence of patients meeting criteria for potentially clinically significant changes from
baseline in these variables. These analyses revealed (1) a decrease in heart rate of 2.2 bpm for Lexapro and
2.7 bpm for racemic citalopram, compared to an increase of 0.3 bpm for placebo and (2) an increase in QTc
interval of 3.9 msec for Lexapro and 3.7 msec for racemic citalopram, compared to 0.5 msec for placebo.
Neither Lexapro nor racemic citalopram were associated with the development of clinically significant ECG
abnormalities. Other Reactions Observed During the Premarketing Evaluation of Lexapro-Following is a list
of treatment-emergent adverse events, as defined in the introduction to the ADVERSE REACTIONS section,
reported by the 1428 patients treated with Lexapro for periods of up to one year in double-blind or open-label
clinical trials during its premarketing evaluation. The listing does not include those events already listed 
in Tables 2 & 3, those events for which a drug cause was remote and at a rate less than 1% or lower than
placebo, those events which were so general as to be uninformative, and those events reported only once
which did not have a substantial probability of being acutely life threatening. Events are categorized by body
system. Events of major clinical importance are described in the Warnings and Precautions section.
Cardiovascular - hypertension, palpitation. Central and Peripheral Nervous System Disorders - light-headed
feeling, migraine. Gastrointestinal Disorders - abdominal cramp, heartburn, gastroenteritis. General - allergy,
chest pain, fever, hot flushes, pain in limb. Metabolic and Nutritional Disorders - increased weight.
Musculoskeletal System Disorders - arthralgia, myalgia jaw stiffness. Psychiatric Disorders - appetite
increased, concentration impaired, irritability. Reproductive Disorders/Female - menstrual cramps, menstrual
disorder. Respiratory System Disorders - bronchitis, coughing, nasal congestion, sinus congestion, sinus
headache. Skin and Appendages Disorders - rash. Special Senses - vision blurred, tinnitus. Urinary System
Disorders - urinary frequency, urinary tract infection. Post-Marketing Experience; Adverse Reactions
Reported Subsequent to the Marketing of Escitalopram-The following additional adverse reactions have
been identified from spontaneous reports of escitalopram received worldwide. These adverse reactions have
been chosen for inclusion because of a combination of seriousness, frequency of reporting, or potential
causal connection to escitalopram and have not been listed elsewhere in labeling. However, because these
adverse reactions were reported voluntarily from a population of uncertain size, it is not always possible to 
reliably estimate their frequency or establish a causal relationship to drug exposure. These events include:
Blood and Lymphatic System Disorders: anemia, agranulocytis, aplastic anemia, hemolytic anemia, idiopathic
thrombocytopenia purpura, leukopenia, thrombocytopenia. Cardiac Disorders: atrial fibrillation, bradycardia,
cardiac failure, myocardial infarction, tachycardia, torsade de pointes, ventricular arrhythmia, ventricular tachy-
cardia. Ear and Labyrinth Disorders: vertigo Endocrine Disorders: diabetes mellitus, hyperprolactinemia,
SIADH. Eye Disorders: diplopia, glaucoma, mydriasis, visual disturbance. Gastrointestinal Disorders: dyspha-
gia, gastrointestinal hemorrhage, gastroesophageal reflux, pancreatitis, rectal hemorrhage. General Disorders
and Administration Site Conditions: abnormal gait, asthenia, edema, fall, feeling abnormal, malaise.
Hepatobiliary Disorders: fulminant hepatitis, hepatic failure, hepatic necrosis, hepatitis. Immune System
Disorders: allergic reaction, anaphylaxis. Investigations: bilirubin increased, decreased weight, electrocardio-
gram QT prolongation, hepatic enzymes increased, hypercholesterolemia, INR increased, prothrombin
decreased. Metabolism and Nutrition Disorders: hyperglycemia, hypoglycemia, hypokalemia, hyponatremia.
Musculoskeletal and Connective Tissue Disorders: muscle cramp, muscle stiffness, muscle weakness, rhab-
domyolysis. Nervous System Disorders: akathisia, amnesia, ataxia, choreoathetosis, cerebrovascular accident,
dysarthria, dyskinesia, dystonia, extrapyramidal disorders, grand mal seizures (or convulsions), hypoaesthe-
sia, myoclonus, nystagmus, Parkinsonism, restless legs, seizures, syncope, tardive dyskinesia, tremor.
Pregnancy, Puerperium and Perinatal Conditions: spontaneous abortion. Psychiatric Disorders: acute 
psychosis, aggression, agitation, anger, anxiety, apathy, completed suicide, confusion, depersonalization,
depression aggravated, delirium, delusion, disorientation, feeling unreal, hallucinations (visual and auditory),
mood swings, nervousness, nightmare, panic reaction, paranoia, restlessness, self-harm or thoughts of 
self-harm, suicide attempt, suicidal ideation, suicidal tendency. Renal and Urinary Disorders: acute renal 
failure, dysuria, urinary retention. Reproductive System and Breast Disorders: menorrhagia, priapism.
Respiratory, Thoracic and Mediastinal Disorders: dyspnea, epistaxis, pulmonary embolism, pulmonary 
hypertension of the newborn. Skin and Subcutaneous Tissue Disorders: alopecia, angioedema, dermatitis,
ecchymosis, erythema multiforme, photosensitivity reaction, Stevens Johnson Syndrome, toxic epidermal
necrolysis, urticaria. Vascular Disorders: deep vein thrombosis, flushing, hypertensive crisis, hypotension,
orthostatic hypotension, phlebitis, thrombosis. 
DRUG INTERACTIONS: Serotonergic Drugs-Based on the mechanism of action of SNRIs and SSRIs includ-
ing Lexapro, and the potential for serotonin syndrome, caution is advised when Lexapro is coadministered
with other drugs that may affect the serotonergic neurotransmitter systems, such as triptans, linezolid (an
antibiotic which is a reversible non-selective MAOI), lithium, tramadol, or St. John’s Wort [see Warnings and
Precautions]. The concomitant use of Lexapro with other SSRIs, SNRIs or tryptophan is not recommended.
Triptans-There have been rare postmarketing reports of serotonin syndrome with use of an SSRI and a 
triptan. If concomitant treatment of Lexapro with a triptan is clinically warranted, careful observation of 
the patient is advised, particularly during treatment initiation and dose increases [see Warnings and
Precautions]. CNS Drugs- Given the primary CNS effects of escitalopram, caution should be used when it is
taken in combination with other centrally acting drugs. Alcohol-Although Lexapro did not potentiate 
the cognitive and motor effects of alcohol in a clinical trial, as with other psycho tropic medications, the use
of alcohol by patients taking Lexapro is not recommended. Monoamine Oxidase Inhibitors (MAOIs)-
[see Contraindications and Warnings and Precautions]. Drugs That Interfere With Hemostasis (NSAIDs,
Aspirin, Warfarin, etc.)-Serotonin release by platelets plays an important role in hemostasis.
Epidemiological studies of the case-control and cohort design that have demonstrated an association
between use of psychotropic drugs that interfere with serotonin reuptake and the occurrence of upper 
gastrointestinal bleeding have also shown that concurrent use of an NSAID or aspirin may potentiate the risk
of bleeding. Altered anticoagulant effects, including increased bleeding, have been reported when SSRIs and
SNRIs are coadministered with warfarin. Patients receiving warfarin therapy should be carefully monitored
when Lexapro is initiated or discontinued. Cimetidine-In subjects who had received 21 days of 40 mg/day
racemic citalopram, combined administration of 400 mg/day cimetidine for 8 days resulted in an increase in
citalopram AUC and Cmax of 43% and 39%, respectively. The clinical significance of these findings is
unknown. Digoxin-In subjects who had received 21 days of 40 mg/day racemic citalopram, combined admin-
istration of citalopram and digoxin (single dose of 1 mg) did not significantly affect the pharmacokinetics of
either citalopram or digoxin. Lithium-Coadministration of racemic citalopram (40 mg/day for 10 days) and
lithium (30 mmol/day for 5 days) had no significant effect on the pharmacokinetics of citalopram or lithium.
Nevertheless, plasma lithium levels should be monitored with appropriate adjustment to the lithium dose in
accordance with standard clinical practice. Because lithium may enhance the serotonergic effects of escitalo-
pram, caution should be exercised when Lexapro and lithium are coadministered. Pimozide and Celexa-In
a controlled study, a single dose of pimozide 2 mg co-administered with racemic citalopram 40 mg given
once daily for 11 days was associated with a mean increase in QTc values of approximately 10 msec 
compared to pimozide given alone. Racemic citalopram did not alter the mean AUC or Cmax of pimozide. 
The mechanism of this pharmacodynamic interaction is not known. Sumatriptan-There have been rare 

postmarketing reports describing patients with weakness, hyperreflexia, and incoordination following the use
of an SSRI and sumatriptan. If concomitant treatment with sumatriptan and an SSRI (e.g., fluoxetine, fluvox-
amine, paroxetine, sertraline, citalopram, escitalopram) is clinically warranted, appropriate observation of the
patient is advised. Theophylline-Combined administration of racemic citalopram (40 mg/day for 21 days)
and the CYP1A2 substrate theophylline (single dose of 300 mg) did not affect the pharmacokinetics of 
theophylline. The effect of theophylline on the pharmacokinetics of citalopram was not evaluated. Warfarin-
Administration of 40 mg/day racemic citalopram for 21 days did not affect the pharmacokinetics of warfarin,
a CYP3A4 substrate. Prothrombin time was increased by 5%, the clinical significance of which is unknown.
Carbamazepine-Combined administration of racemic citalopram (40 mg/day for 14 days) and carba-
mazepine (titrated to 400 mg/day for 35 days) did not significantly affect the pharmacokinetics of 
carbamazepine, a CYP3A4 substrate. Although trough citalopram plasma levels were unaffected, given the
enzyme-inducing properties of carbamazepine, the possibility that carbamazepine might increase the 
clearance of escitalopram should be considered if the two drugs are coadministered. Triazolam-Combined
administration of racemic citalopram (titrated to 40 mg/day for 28 days) and the CYP3A4 substrate 
triazolam (single dose of 0.25 mg) did not significantly affect the pharmacokinetics of either citalopram or
triazolam. Ketoconazole-Combined administration of racemic citalopram (40 mg) and ketoconazole 
(200 mg), a potent CYP3A4 inhibitor, decreased the Cmax and AUC of ketoconazole by 21% and 10%, 
respectively, and did not significantly affect the pharmacokinetics of citalopram. Ritonavir-Combined admin-
istration of a single dose of ritonavir (600 mg), both a CYP3A4 substrate and a potent inhibitor of CYP3A4,
and escitalopram (20 mg) did not affect the pharmacokinetics of either ritonavir or escitalopram. CYP3A4
and -2C19 Inhibitors-In vitro studies indicated that CYP3A4 and -2C19 are the primary enzymes involved in
the metabolism of escitalopram. However, coadministration of escitalopram (20 mg) and ritonavir (600 mg),
a potent inhibitor of CYP3A4, did not significantly affect the pharmacokinetics of escitalopram. Because esc-
italopram is metabolized by multiple enzyme systems, inhibition of a single enzyme may not appreciably
decrease escitalopram clearance. Drugs Metabolized by Cytochrome P4502D6-In vitro studies did not reveal
an inhibitory effect of escitalopram on CYP2D6. In addition, steady state levels of racemic citalopram were
not significantly different in poor metabolizers and extensive CYP2D6 metabolizers after multiple-dose
administration of citalopram, suggesting that coadministration, with escitalopram, of a drug that inhibits
CYP2D6, is unlikely to have clinically significant effects on escitalopram metabolism. However, there are 
limited in vivo data suggesting a modest CYP2D6 inhibitory effect for escitalopram, i.e., coadministration of
escitalopram (20 mg/day for 21 days) with the tricyclic antidepressant desipramine (single dose of 50 mg),
a substrate for CYP2D6, resulted in a 40% increase in Cmax and a 100% increase in AUC of desipramine. The
clinical significance of this finding is unknown. Nevertheless, caution is indicated in the coadministration of
escitalopram and drugs metabolized by CYP2D6. Metoprolol-Administration of 20 mg/day Lexapro 
for 21 days in healthy volunteers resulted in a 50% increase in Cmax and 82% increase in AUC of the beta-
adrenergic blocker metoprolol (given in a single dose of 100 mg). Increased metoprolol plasma levels have
been associated with decreased cardioselectivity. Coadministration of Lexapro and metoprolol had no 
clinically significant effects on blood pressure or heart rate. Electroconvulsive Therapy (ECT)-There are no
clinical studies of the combined use of ECT and escitalopram.
USE IN SPECIFIC POPULATIONS: Pregnancy; Pregnancy Category C-In a rat embryo/fetal development
study, oral administration of escitalopram (56, 112, or 150 mg/kg/day) to pregnant animals during the 
period of organogenesis resulted in decreased fetal body weight and associated delays in ossification at the
two higher doses (approximately ≥ 56 times the maximum recommended human dose [MRHD] of 20 mg/day
on a body surface area [mg/m2] basis). Maternal toxicity (clinical signs and decreased body weight gain and
food consumption), mild at 56 mg/kg/day, was present at all dose levels. The developmental no-effect dose
of 56 mg/kg/day is approximately 28 times the MRHD on a mg/m2 basis. No teratogenicity was observed at
any of the doses tested (as high as 75 times the MRHD on a mg/m2 basis). When female rats were treated
with escitalopram (6, 12, 24, or 48 mg/kg/day) during pregnancy and through weaning, slightly increased
offspring mortality and growth retardation were noted at 48 mg/kg/day which is approximately 24 times the
MRHD on a mg/m2 basis. Slight maternal toxicity (clinical signs and decreased body weight gain and food
consumption) was seen at this dose. Slightly increased offspring mortality was also seen at 24 mg/kg/day.
The no-effect dose was 12 mg/kg/day which is approximately 6 times the MRHD on a mg/m2 basis. In 
animal reproduction studies, racemic citalopram has been shown to have adverse effects on embryo/fetal
and postnatal development, including teratogenic effects, when administered at doses greater than human
therapeutic doses. In two rat embryo/fetal development studies, oral administration of racemic citalopram
(32, 56, or 112 mg/kg/day) to pregnant animals during the period of organogenesis resulted in decreased
embryo/fetal growth and survival and an increased incidence of fetal abnormalities (including cardiovascular
and skeletal defects) at the high dose. This dose was also associated with maternal toxicity (clinical signs,
decreased body weight gain). The developmental no-effect dose was 56 mg/kg/day. In a rabbit study, no
adverse effects on embryo/fetal development were observed at doses of racemic citalopram of up to 
16 mg/kg/day. Thus, teratogenic effects of racemic citalopram were observed at a maternally toxic dose in
the rat and were not observed in the rabbit. When female rats were treated with racemic citalopram (4.8,
12.8, or 32 mg/kg/day) from late gestation through weaning, increased offspring mortality during the first 
4 days after birth and persistent offspring growth retardation were observed at the highest dose. The no-
effect dose was 12.8 mg/kg/day. Similar effects on offspring mortality and growth were seen when dams
were treated throughout gestation and early lactation at doses ≥ 24 mg/kg/day. A no-effect dose was not
determined in that study. There are no adequate and well-controlled studies in pregnant women; therefore,
escitalopram should be used during pregnancy only if the potential benefit justifies the potential risk to the
fetus. Pregnancy-Nonteratogenic Effects-Neonates exposed to Lexapro and other SSRIs or SNRIs, late in 
the third trimester, have developed complications requiring prolonged hospitalization, respiratory support,
and tube feeding. Such complications can arise immediately upon delivery. Reported clinical findings have
included respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty, vomiting,
hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability, and constant crying. These
features are consistent with either a direct toxic effect of SSRIs and SNRIs or, possibly, a drug discontinua-
tion syndrome. It should be noted that, in some cases, the clinical picture is consistent with serotonin 
syndrome [see Warnings and Precautions]. Infants exposed to SSRIs in late pregnancy may have an
increased risk for persistent pulmonary hypertension of the newborn (PPHN). PPHN occurs in 1-2 per 1000
live births in the general population and is associated with substantial neonatal morbidity and mortality. In a
retrospective, case-control study of 377 women whose infants were born with PPHN and 836 women whose
infants were born healthy, the risk for developing PPHN was approximately six-fold higher for infants
exposed to SSRIs after the 20th week of gestation compared to infants who had not been exposed to 
antidepressants during pregnancy. There is currently no corroborative evidence regarding the risk for PPHN
following exposure to SSRIs in pregnancy; this is the first study that has investigated the potential risk. The
study did not include enough cases with exposure to individual SSRIs to determine if all SSRIs posed 
similar levels of PPHN risk. When treating a pregnant woman with Lexapro during the third trimester, the
physician should carefully consider both the potential risks and benefits of treatment [see Dosage and
Administration]. Physicians should note that in a prospective longitudinal study of 201 women with a 
history of major depression who were euthymic at the beginning of pregnancy, women who discontinued
antidepressant medication during pregnancy were more likely to experience a relapse of major depression
than women who continued antidepressant medication. Labor and Delivery-The effect of Lexapro on labor
and delivery in humans is unknown. Nursing Mothers-Escitalopram is excreted in human breast milk.
Limited data from women taking 10-20 mg escitalopram showed that exclusively breast-fed infants receive
approximately 3.9% of the maternal weight-adjusted dose of escitalopram and 1.7% of the maternal 
weight-adjusted dose of desmethylcitalopram. There were two reports of infants experiencing excessive
somnolence, decreased feeding, and weight loss in association with breastfeeding from a racemic 
citalopram-treated mother; in one case, the infant was reported to recover completely upon discontinuation
of racemic citalopram by its mother and, in the second case, no follow-up information was available. Caution
should be exercised and breastfeeding infants should be observed for adverse reactions when Lexapro 
is administered to a nursing woman. Pediatric Use-Safety and effectiveness of Lexapro has not been 
established in pediatric patients (less than 12 years of age) with Major Depressive Disorder. Safety and effec-
tiveness of Lexapro has been established in adolescents (12 to 17 years of age) for the treatment of major
depressive disorder [see Clinical Studies]. Although maintenance efficacy in adolescent patients with Major
Depressive Disorder has not been systematically evaluated, maintenance efficacy can be extrapolated from
adult data along with comparisons of escitalopram pharmacokinetic parameters in adults and adolescent
patients. Safety and effectiveness of Lexapro has not been established in pediatric patients less than 18 years
of age with Generalized Anxiety Disorder. Geriatric Use-Approximately 6% of the 1144 patients receiving
escitalopram in controlled trials of Lexapro in major depressive disorder and GAD were 60 years of age or
older; elderly patients in these trials received daily doses of Lexapro between 10 and 20 mg. The number 
of elderly patients in these trials was insufficient to adequately assess for possible differential efficacy and
safety measures on the basis of age. Nevertheless, greater sensitivity of some elderly individuals to effects
of Lexapro cannot be ruled out. SSRIs and SNRIs, including Lexapro, have been associated with cases of
clinically significant hyponatremia in elderly patients, who may be at greater risk for this adverse event [see
Hyponatremia]. In two pharmacokinetic studies, escitalopram half-life was increased by approximately 50%
in elderly subjects as compared to young subjects and Cmax was unchanged [see Clinical Pharmacology]. 
10 mg/day is the recommended dose for elderly patients [see Dosage and Administration]. Of 4422 patients
in clinical studies of racemic citalopram, 1357 were 60 and over, 1034 were 65 and over, and 457 were 75
and over. No overall differences in safety or effectiveness were observed between these subjects and younger
subjects, and other reported clinical experience has not identified differences in responses between the 
elderly and younger patients, but again, greater sensitivity of some elderly individuals cannot be ruled out. 
DRUG ABUSE AND DEPENDENCE: Abuse and Dependence; Physical and Psychological Dependence-Animal
studies suggest that the abuse liability of racemic citalopram is low. Lexapro has not been systematically
studied in humans for its potential for abuse, tolerance, or physical dependence. The premarketing clinical
experience with Lexapro did not reveal any drug-seeking behavior. However, these observations were not 
systematic and it is not possible to predict on the basis of this limited experience the extent to which a 
CNS-active drug will be misused, diverted, and/or abused once marketed. Consequently, physicians should
carefully evaluate Lexapro patients for history of drug abuse and follow such patients closely, observing them
for signs of misuse or abuse (e.g., development of tolerance, incrementations of dose, drug-seeking behavior).
OVERDOSAGE: Human Experience-In clinical trials of escitalopram, there were reports of escitalopram 
overdose, including overdoses of up to 600 mg, with no associated fatalities. During the postmarketing 
evaluation of escitalopram, Lexapro overdoses involving overdoses of over 1000 mg have been reported. As
with other SSRIs, a fatal outcome in a patient who has taken an overdose of escitalopram has been rarely
reported. Symptoms most often accompanying escitalopram overdose, alone or in combination with other
drugs and/or alcohol, included convulsions, coma, dizziness, hypotension, insomnia, nausea, vomiting, sinus
tachycardia, somnolence, and ECG changes (including QT prolongation and very rare cases of torsade de
pointes). Acute renal failure has been very rarely reported accompanying overdose. Management of
Overdose-Establish and maintain an airway to ensure adequate ventilation and oxygenation. Gastric evacua-
tion by lavage and use of activated charcoal should be considered. Careful observation and cardiac and vital
sign monitoring are recommended, along with general symptomatic and supportive care. Due to the large
volume of distribution of escitalopram, forced diuresis, dialysis, hemoperfusion, and exchange transfusion
are unlikely to be of benefit. There are no specific antidotes for Lexapro. In managing overdosage, consider
the possibility of multiple-drug involvement. The physician should consider contacting a poison control 
center for additional information on the treatment of any overdose.
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BY MARK MORAN

Award winners this year showcase the ability of psychiatric programs to 
transcend the traditional settings of hospital and clinic.

APA Honors Innovative
Mental Health Programs

association  news

Call it “psychiatry without 
borders.”

From psychiatric treat-
ment for those receiving 
hospice care, to supported 

employment and smoking cessation for 
the seriously mentally ill people in the 
community, APA’s 2009 Psychiatric Ser-
vices Achievement Award winners are a 
showcase of innovative treatment pro-
grams providing psychiatric services 
outside the traditional settings of hospi-
tal and clinic. 

The awards will be presented this year 
on Thursday, October 8, at APA’s Institute 
on Psychiatric Services in New York. The 
goal of the awards, which were established 
in 1949, is to recognize national models of 
creative service delivery to mentally ill or 
disabled individuals.

Each program that applies for the award 
is graded by the Achievement Awards 
Committee on criteria that are spelled out 
in the application. The highest-ranking 
applications are selected for a site review 
to be written by a member of the district 
branch where the program is located.

The chair of the 2009 Psychiatric Ser-
vices Achievement Awards Committee is 
Beatrice Kovasznay, M.D.

First-place, or Gold, awards are given 
to one program in two categories—aca-
demically or institutionally sponsored 
programs, and community-based pro-
grams. Both winners receive $10,000, with 
award funds being provided this year by 
Pfi zer Inc.

Silver and Bronze awards are given 
to programs in either academic or com-
munity settings. The Silver Award win-
ner receives $7,500 from Pfi zer, while the 
Bronze Award winner receives $5,000.

Pfi zer has been participating in the pro-
gram since 1981. 

This year’s Gold Award winner for an 
institutionally sponsored program is the 
Palliative Care Psychiatric Program at San 
Diego Hospice and the Institute for Pal-
liative Medicine. 

According to the site review written by 
psychiatrist Alexander Green, M.D., the 
program investigates better assessments 
and treatments for depression, delir-
ium, and other mental health concerns to 
improve outcomes for those with advanced 
life-threatening illnesses. It is directed by 
Scott Irwin, M.D., Ph.D.

“Although there were approximately 
1.4 million patients under hospice care, 
in 4,300 programs worldwide, there were 
essentially no psychiatrists involved in 
direct, regular on-site clinical care,” 
Green wrote of the genesis of the pro-
gram. “A light bulb went on in the mind 
of this young professional [Irwin] at the 
beginning of his career. [He] volunteered 
his services to build a unit at the San 
Diego hospice, in the hope that funding 
would come. It did—he has received fund-

ing for the program from the National 
Institute of Mental Health, the National 
Palliative Care Research Center, the Arch 
Stone Foundation, and the John A. Hart-
ford Center of Excellence in Geriatric 
Psychiatry at the University of Califor-
nia, San Diego.”

Research in the Palliative Care Psy-
chiatric Program has included alternative 
routes for pain-medication administra-
tion, alternatives to pain medication, the 
use of short-term stimulants in depres-
sion in the hospice setting, issues regard-
ing voluntarily stopping oral intake, 
unrecognized cognitive impairments, 
new screening techniques for underrec-
ognized depression and delirium, and 
psychiatry residency education in end-
of-life issues.

The program also educates institute 
faculty, palliative medicine fellows, clin-
ical staff, nurses, and international visi-
tors. The team now includes fi ve part-
time psychiatrists.

The Gold Award for community-
based programs this year goes to the 
Thresholds Supported Employment Pro-
gram in Chicago. 

“This innovative program is fully inte-
grated within a mental health clinic that 
provides psychiatric treatment, case man-
agement, and psychosocial rehabilitation 
services to its patients,” wrote psychia-
trist Lisa Rone, M.D., in her site review 
of Thresholds. “The program helps with 
employment when members are recov-
ering from their illness and desire to be 
employed. The Supported Employment 
Program is considered a direct recov-
ery-focused therapy as well as a point of 
engagement for other services, such as 
dual-diagnosis treatment. . . .

“This program has a unique ability to 
work with employees that may not want to 
disclose their mental illness. Employment 
specialists discuss specifi c approaches a 
member may take in a job interview to 
prepare and rehearse them. The employ-
ment specialists also work directly with 
employers to reduce stigma regarding the 
chronically mentally ill by having employ-
ers that have employed Thresholds mem-
bers meet with prospective new employers 
to discuss their experiences with the mem-
ber employees.”

A Silver Award for second place for 
either a community or institutional pro-
gram will be presented to the CHOICES 
(Consumers Helping Others Improve 
Their Condition by Ending Smoking) 
Program of the Department of Psychia-
try’s Division of Addiction at the Univer-
sity of Medicine and Dentistry of New 
Jersey–Robert Wood Johnson Medical 
School, New Brunswick, N.J. 

The award is in recognition of the pro-
gram’s creative approach to smoking ces-
sation among seriously mentally ill peo-
ple. Kovasznay noted that the program 

uses individuals who have experienced 
serious mental illness and have also been 
smokers to act as peer counselors in help-
ing patients quit smoking. 

“This program focuses on an impor-
tant issue in an underserved popula-
tion,” wrote Jacob Jacoby, M.D., in his 
site review of CHOICES. “This is a pop-
ulation where cigarette smoking is the 
norm, but where a focus on stopping this 
potentially life-threatening addiction is 
either ignored or underemphasized to an 
alarming degree. . . . This program rep-
resents an early, perhaps pioneer devel-
opment in sending counselors who them-
selves have been cigarette smokers . . . 
to interact in varying treatment modali-
ties with other nicotine-using, psychiat-
rically affected patients.”

A Bronze Award for third place goes 
to the Children and Adolescent Services 
Program at the South Bronx Mental 
Health Council Inc. (SBMHC) in New 
York. The program was recognized for its 
expansion of an evidence-based, cultur-
ally sensitive model for improving home 
and school life through promotion of pos-

APA Announces New Member Benefi ts

➔ Register to Receive Drug Alerts Online
APA has worked with the FDA, AMA, state medical societies, and liability carriers to bring a 
new service—the Health Care Notifi cation Network (HCNN)—to APA members. The HCNN, 
which is a private network for physicians and health care professionals, provides secure 
online delivery of news about drug and medical-device recalls and patient-safety alerts, 
replacing the current paper process that is both slow and prone to error. 

These are among other HCNN features:

■ The HCNN is free to physicians and their staff members.
■ A copy of alerts can be sent automatically to practice administrators and added to their 

physician account.
■ Privacy is protected by the not-for-profi t board that governs the HCNN. 
■ The HCNN does no advertising or selling. 
■ Recipients can opt out at any time.

Alerts sent through the HCNN are paid for by manufacturers who use the network for alert 
delivery. 

APA members may enroll online at <www.hcnn.net/registration/apa/registration.
aspx>. Additional information is available at <www.hcnn.net> or (866) 925-5155.

 

➔ Get a Web Page on PsychSites.com
APA members are eligible for a personal Web page and directory listing on PsychSites.com. 
PsychSites.com is a starting place for members who have no Internet presence and provides 
increased visibility and links for members who already have Web sites. 

Personal pages can be edited online and include online technical support. The page 
can include a 250-word profi le, titles, offi ce contact information, up to seven hyperlinks to 
other Web sites, and a photo. Participating members will be included in a database of men-
tal health professionals that is searchable by location, specialty, and more than 150 mental 
health subspecialties. 

More information can be accessed at <www.psych.org/Resources/Membership/
MemberOnlyBenefi tsServices.aspx> under “Professional Benefi ts.”

➔ Get a Financial Consult From Merrill Lynch
APA has entered into a partnership with Merrill Lynch to provide free fi nancial 
consultations to APA members as a member benefi t. Merrill Lynch is offering APA 
members convenient access to customized, actionable fi nancial advice from one of the 
world’s leading wealth-management fi rms. A dedicated, nationwide team of Merrill Lynch 
Financial Advisors is ready to assist APA members with developing strategies to meet their 
personal fi nancial needs, supported by an illustrated report outlining specifi c investment 
strategies to help reach their goals. 

APA members can call Merrill Lynch at 888-9ML-OFFER (965-6333) between 8 a.m. 
and 6 p.m. (ET), Monday through Friday. 

Members should reference their APA partner code 1844 and ask about other 
benefi ts available to APA members who become clients.

itive behavioral changes and social skills 
development. 

The evidence-based model employed 
by the program is the Community Parent 
Education Program (COPE). 

“The SBMHC sought a model that 
would challenge [staff ] to improve their 
skills and provide a critical service to the 
local children before they were identi-
fied as clinical cases,” wrote psychia-
trist L. Mark Russakoff, M.D., in his 
site review of the program. “In collab-
oration with five other outpatient pro-
grams in the Bronx, the SBMHC chose 
COPE as a means to help the parents of 
children who were coming to the atten-
tion of school officials or others. The 
program is a group intervention, which 
permits exceptional learning opportu-
nities for the participants (including 
staff, patients, and parents) and the fis-
cal efficiencies associated with group 
programs. It has been cited as a model 
program by the New York State Office 
of Mental Health.”

More information is posted at <www.
psych.org/achievementawards>. ■
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BY AARON LEVIN

Researchers studying a possible biomarker for diagnosing PTSD will soon 
expand their study sample from dozens to hundreds of subjects.

Biomarker May Differentiate
PTSD From Other Disorders

BY JUN YAN

The economic, social, and therapeutic context in different countries 
affects how health care providers prioritize and adopt treatments for 
opioid addiction. 

Heroin Treatment May Help
Diffi cult-to-Treat Opioid Addicts

A Canadian study shows that heroin 
maintenance keeps some patients in 
drug treatment longer than meth-

adone therapy and reduces illegal behav-
iors in certain diffi cult-to-treat patients 
with chronic relapsing opioid addiction. 
Meanwhile, clinicians and other addiction 
experts continue to debate the effi cacy of 
various addiction treatment approaches. 

The new study, known as the North 
American Opiate Medication Initiative 
(NAOMI), was conducted by Eugenia 
Oviedo-Joekes, Ph.D., and colleagues at 
the University of British Columbia and the 
Université de Montréal and published in 
the August 20 New England Journal of Med-
icine. It was funded by the Canadian Insti-
tutes of Health Research, Canada Foun-
dation for Innovation, Canada Research 
Chairs Program, the universities of Brit-
ish Columbia and Montreal, and provin-
cial government agencies.

From 2005 to 2008 in Montreal and 
Vancouver, patients who had DSM-IV-
diagnosed opioid dependence, injected 
heroin daily, and had failed at least two 
previous treatments including at least one 
methadone treatment were recruited for 
the study. Participants were randomized 
to receive either oral methadone (n=111) 
or diacetylmorphine injection (n=115) 
treatment for 12 months in an open-label 

design. Diacetylmorphine is the active 
ingredient in heroin and was self-adminis-
tered by participants under medical super-
vision at the study clinics. 

Nearly 88 percent of heroin-treated 
patients remained in the treatment at the 
end of one year, statistically signifi cantly 
higher than the 54 percent retention rate 
for the methadone-treated patients.

In addition, 67 percent of heroin-treated 
patients met the criteria for responders in 
terms of reduced illicit-drug use or ille-
gal activities, compared with 48 percent 
of methadone-treated patients, also a sta-
tistically signifi cant difference. Patients 
were considered responders if they had at 
least a 20 percent reduction from baseline 
in either the illicit-drug use or the illegal-
activity subscales of the European Addic-
tion Severity Index. 

The study protocol allowed partici-
pants to self-administer diacetylmorphine 
at a maximum of three times a day, with a 
dose of no more than 1,000 mg/day. The 
actual dose used by participants averaged 
392 mg/day. The mean dose of methadone 
given in the study was 96 mg/day. 

Diacetylmorphine use was associ-
ated with more serious adverse events, 
including overdose in 10 patients, which 
required immediate treatment with nal-
oxone, and seizure in six patients.

The findings from this study were not 
unexpected and were similar to those 
from several studies conducted in Ger-
many, Switzerland, the Netherlands, 
and Spain since the 1990s on heroin-
maintenance treatment in chronically 
addicted patients. The most recent was 
a German study by Christian Haasen, 
M.D., and colleagues at the University 
Medical Center Eppendorf in Hamburg 
and published in the July 2007 British 
Journal of Psychiatry. 

In these studies patients who received 
heroin-maintenance treatment in a super-
vised environment were found to do bet-
ter than patients who received metha-
done on a number of outcome indicators 
such as improvement in physical health 
and decreased criminal behaviors. The 
Canadian study, however, is the fi rst her-
oin study published in a major U.S. medi-
cal journal. 

These studies do not demonstrate that 
heroin-maintenance treatment is more 
effi cacious than methadone, Charles 
O’Brien, M.D., Ph.D., told Psychiatric 
News. Rather, the fi ndings are limited to a 
small segment of opioid-addicted patients. 
“The [heroin-maintenance] approach rep-
resents a second-class therapy for people 
who refuse to get methadone treatment,” 
he said. 

O’Brien is the Kenneth Appel Pro-
fessor of Psychiatry at the University of 
Pennsylvania and chair of the DSM-V 
work group on areas related to addiction 
psychiatry. He also served as a consultant 
for the heroin-maintenance study in the 
Netherlands. 

Commenting on the NAOMI study, 
O’Brien noted that the research protocol 
gave participants the option of a maxi-
mum of three injections of heroin a day. 

Maintaining opioid addicts on heroin as 
the Canadian researchers did “is a way of 
harm reduction, but [patients] were not 
motivated to change their lives,” he said. 
“They get high three times a day, which 
interferes with normal life. . . . Metha-
done or buprenorphine treatment can 
enable rehabilitation.” 

Heroin maintenance is also prohibi-
tively expensive, O’Brien emphasized. 
It would be unwise to adopt it widely in 
the U.S. health care context, where treat-
ments for addiction, such as methadone 
and buprenorphine, are poorly funded in 
the fi rst place. “We don’t even have enough 
money for methadone therapy. We should 
put the funds into making methadone 
and buprenorphine treatment and proper 
counseling available to more people with 
opioid dependence, which will make a far 
bigger difference.” 

Trends in opioid addiction treatment 
“often owe more to the politics of the situ-
ation” and to “professional factors” than 
to research evidence, Virginia Berridge, 
Ph.D., a professor in history and pub-
lic health policy analysis at the London 
School of Hygiene and Tropical Medi-
cine, University of London, wrote in an 
accompanying editorial. She pointed out 
that in countries where the opioid-addic-
tion studies were conducted, Switzer-
land and the Netherlands have chosen to 
adopt heroin maintenance as a treatment 
option, but Germany and Spain have not. 

An abstract of “Diacetylmorphine Ver-
sus Methadone for the Treatment of Opi-
oid Addiction” is posted at <content.nejm.
org/cgi/content/abstract/361/8/777>. An 
abstract of “Heroin-Assisted Treatment 
for Opioid Dependence: Randomised 
Controlled Trial” is posted at <bjp.rcpsych.
org/cgi/content/abstract/191/1/55>. ■

 clinical & research  news

One of the realities of prac-
ticing psychiatry is the reli-
ance on patients’ subjective 
descriptions of their symp-
toms. How many psychia-

trists have wished for the equivalent of the 
internist’s minimally invasive blood or urine 
tests that reveal so much about the patient’s 
heart, kidneys, lungs, or liver? An objective 
biochemical test that could provide a quan-
tifi able measure to diagnose psychiatric ill-
ness and measure its response to treatment 
would be welcomed by researchers, clini-
cians, and patients alike.

Interest is especially high now in 
potential biomarkers for mild traumatic 
brain injury and posttraumatic stress dis-
order (PTSD) as a consequence of the 
wars in Iraq and Afghanistan. Such tests 
do not yet exist, but research teams have 
hypothesized that substances such as cor-
tisol, GABA, or platelet serotonin might 
be markers for PTSD.

A team of researchers led by Lei Zhang, 
M.D., an assistant professor of psychiatry at 
the Uniformed Services University of the 
Health Sciences (USUHS) in Bethesda, 
Md., have proposed another candidate for 
such a biomarker for PTSD, a protein called 
p11. They reported their fi ndings in the 
September Journal of Psychiatric Research.

Animal research has shown that stress and 
the stress-related hormone glucocorticoid 

increased expression of p11. Previous human 
research showed that p11 was down regulated 
in the cortex of patients with depression but 
that p11 mRNA was up regulated in the pre-
frontal cortex of those with PTSD, raising 
the possibility that the two conditions might 
be differentiated by p11 levels.

“The glucocorticoid receptor 
turns the p11 promoter on and 
off, allowing us to see how stress 
links to the molecular mecha-
nism and thus to the disease,” 
said Zhang in an interview. “The 
p11 peptide also interacts with 
serotonin 5HTI-B, which plays 
a role in depression.”

Their next step was to seek 
any correlations between levels 
of p11 in the blood and PTSD, 
given the intricacies of the 
blood-brain barrier, said Rob-
ert Ursano, M.D., a professor 
of psychiatry at USUHS and a 
coauthor of Zhang’s paper.

“The challenge of biomark-
ers in psychiatry is always blood 
versus brain,” said Ursano.

In their current study, 
Zhang, Ursano, and coworkers 
examined 79 subjects: 13 diagnosed with 
PTSD, 16 with major depressive disorder, 
24 with bipolar disorder, 12 with schizo-
phrenia, and 14 nonpsychiatric controls. 
They were recruited though National 
Yang-Ming University and the Taipei 
Veterans General Hospital, both in Tai-
pei, Taiwan, where several of Zhang’s 
coauthors work.

The subjects were categorized by an 
examination of their records and through 
clinical interviews. About 77 percent of 

those with PTSD also had other psychi-
atric comorbidities. They gave samples of 
blood and salivary and serum cortisol.

The researchers found that patients 
with PTSD could be separated from the 
others in the trial according to blood lev-
els of p11.

Patients with PTSD had lower levels 
of p11 mRNA in their peripheral mono-
nuclear blood cells than controls. Patients 
with bipolar disorder, major depression, 

“The challenge of bio-
markers in psychiatry 
is always blood versus 

brain.”

Protein Levels Differ
By Diagnosis
Levels of p11 mRNA in patients with PTSD are significantly lower 
than in those with bipolar disorder (p<0.01), major depression 
(p<0.01), schizophrenia (p<0.01), or control subjects (p<0.05). 
Such differences may someday lead to diagnostic biomarkers.

Source: Lei Zhang, M.D., et al., Journal of Psychiatric Research, September 2009 
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BY AARON LEVIN

To treat on not to treat depression in patients with heart disease is still the 
question, and the answer might be getting nearer.

Data Reveal More About Link
Of Depression, Heart Disease

  clinical & research news

U ntil now, the brain hormone oxytocin 
has been found to play a role in pro-
social emotions and behaviors. Scien-

tists have found that when given intrana-
sally, it can enhance social interactions and 
the formations of attachments, increase 
people’s trust in each other, and reduce 
social anxiety (Psychiatric News, November 
21, 2008).

However, oxytocin’s fortune may be 
turning. A new study has found that it 
also may have antisocial properties—it 
may increase people’s envy and gloating.

This new study was conducted by Sim-
one Shamay-Tsoory, Ph.D., of the Univer-
sity of Haifa in Israel, and her colleagues. 
Results were published online July 30 in 
Biological Psychiatry.

Fifty-nine individuals who responded 
to an ad posted at the University of Haifa 
participated in this double-blind, placebo-
controlled, within-subject study. The sub-
jects were aged 20 to 37; 33 were female 
and 26 male.

Subjects were randomly assigned to 

receive intranasal oxytocin or a placebo 
and then played a game of chance under 
three conditions. During the fi rst condi-
tion, a fake opponent won more money 
than the subjects did (to make them envi-
ous). During the second condition, a fake 
opponent lost more money than the sub-
jects did (to make them gloat). During the 
third condition, a fake opponent won the 
same amount of money the subjects did (to 
provoke neither envy nor gloating). After 
playing each of the games, subjects were 
rated on feelings of envy and gloating.

In a second experimental session, the 
subjects who had received oxytocin got 
a placebo, and subjects who had received 
a placebo got oxytocin, and they played 
under the same three conditions.

As expected, subjects experienced sig-
nifi cantly more envy after playing the envy-
provoking game than after playing the other 
two games. And also as expected, subjects 
experienced signifi cantly more gloating after 
playing the gloating-provoking game than 
after playing the other two games.

Finally the researchers looked to see 
whether there was any link between the 
envy or gloating emotions that subjects 
had experienced and the treatment they 
had received before playing the games. 
The answer was yes. Subjects experi-
enced signifi cantly more envy after play-
ing the envy-provoking game and more 
gloating after playing the gloating-pro-
voking game if they had received oxyto-
cin beforehand than if they had received 
a placebo beforehand.

Thus, the administration of oxy-
tocin enhanced envy and gloating, 
the researchers concluded. But how to 
explain this apparently contradictory 
finding since oxytocin seems to pro-
mote positive social emotions and bond-
ing between people? One possibility, the 
researchers speculated, is that oxytocin 
not only promotes positive social emo-
tions, but also modulates social emo-
tions in general. For instance, oxytocin 
could “result in more trustworthiness 
and generosity in positive contexts, 
while leading to more envy and Schaden-
freude in competitive contexts,” they 
suggested. 

The study was funded by the Israel 
Ministry of Health.

An abstract of “Intranasal Adminis-
tration of Oxytocin Increases Envy and 
Schadenfreude (Gloating)” can be ac-
cessed by clicking on <www.journals.
elsevierhealth.com> then “Articles in 
Press.” ■

BY JOAN AREHART-TREICHEL

Since oxytocin is a documented social lubricant, one might expect it 
to quell envy and gloating. However, it seems to do just the opposite—
increase such emotions.

All May Not Be Rosy
In Oxytocin’s Future

Patients with heart disease and 
depression continue to pres-
ent a conundrum to cardiolo-
gists and psychiatrists.

Depression seems associ-
ated with increased risk of poor cardiac 
outcomes, while a heart attack or heart 
failure might reasonably induce reactive 
depression in the patient. About 15 per-
cent to 20 percent of patients hospital-
ized for heart attacks meet DSM-IV crite-
ria for depression, yet decades of research 
have revealed an association between the 
two conditions without proving conclu-
sively which causes which. Both biological 
(heart rate variability, HPA axis dysfunc-
tion, increased infl ammatory response) 
and behavioral (lack of exercise, poor med-
ication adherence) factors have been pro-
posed to link the two.

“Registry data can’t defi ne cause and 
effect, and there are too few animal experi-
ments or large randomized controlled tri-
als in humans to determine causation,” 
said Karina Davison, Ph.D., in an inter-
view. Davison is director of the cardiovas-
cular behavioral health center and Herbert 
Irving Associate Professor of Medicine 
and Psychiatry in the College of Physi-
cians and Surgeons at Columbia Uni-
versity. “That leaves us with only obser-

vational data,” she said, although several 
proposals for such trials are under review 
at the National Institutes of Health.

Whether treating depression will sig-
nifi cantly improve cardiovascular out-
comes remains an open question. A cau-
tiously worded science advisory from the 
American Heart Association in the Octo-
ber 2008 journal Circulation offered this 
conclusion:

“Depression is commonly present 
in patients with coronary heart disease 
(CHD) and is independently associated 
with increased cardiovascular morbidity 
and mortality. Screening tests for depres-
sive symptoms should be applied to iden-
tify patients who may require further 
assessment and treatment.”

One study, the Sertraline Antidepres-
sant Heart Attack Randomized Trial 
(SADHART), recently reported results 
from nearly seven years of follow-up 
among 361 of 369 patients hospitalized 
with acute coronary syndrome (ACS) who 
also had major depressive disorder (MDD) 
on screening. Of those, 75 died during the 
follow-up period.

Severity of depression was “strongly 
and signifi cantly” associated with mor-
tality during 6.7 years of follow-up, but 
depression prior to ACS and onset before 

or after hospitalization were not associated 
with death.

SADHART didn’t clarify if treatment 
helped reduce mortality rates, but it did fi nd 
that patients whose depression did not get 
better had twice the risk of dying as those 
who did improve, wrote Alexander Glass-
man, M.D., chief of clinical psychophar-
macology at New York State Psychiatric 
Institute and a professor of psychiatry at 
the College of Physicians and Surgeons of 
Columbia University, and colleagues in the 
September Archives of General Psychiatry.

The SADHART researchers random-
ized patients to 24 weeks of sertraline treat-
ment or placebo, and found that neither 
cohort showed any advantage in mortality. 

However, patients whose mood improved, 
whether or not they were treated, had a 
lower chance of dying. Only 15.6 percent 
of patients with a CGI-I score of 1 or 2 at 
six months died over the next 6.7 years, 
compared with 28.4 percent of patients 
whose depression did not improve.

SADHART’s lack of success with 
conventional treatment may arise 
because not all patient behavior outside 
the trial’s parameters can be controlled 
or because not all depression is the same, 
said Davison.

“A patient who exercised might also 
take omega-3 capsules, for instance,” she 
said. “Or a patient’s depression might 
be due to white matter hyperintensities, 
which would not respond to an SSRI.”

Patients whose depression improved 
had better adherence to the antidepres-
sant, which may be a marker for adher-
ence to cardiovascular drugs, suggested 
the authors.

 “Adherence to cardiovascular medi-
cations after ACS reduces mortality and 
could mediate the relationship between 
failure of MDD to improve substantially 
and long-term mortality,” wrote Glass-
man and colleagues. “[D]epression impairs 
quality of life and needs to be treated. 
When patients with MDD after ACS do 
not respond to antidepressant treatment, 
a special effort should be made to promote 
lifestyle improvements and cardiovascular 
medication adherence.”

The effect on medication adherence is 
not bidirectional, said Davison. Depressed 
patients who don’t take their antidepres-
sants are less likely to take their cardiovas-
cular medications, but adherence to these 
medications does not infl uence use of anti-
depressants.

Failure to nail down a causal connec-
tion between the two conditions doesn’t 
mean there hasn’t been progress in recent 
years, said C. Barr Taylor, M.D., a profes-
sor of psychiatry and behavioral sciences 
and director of the Laboratory for the 
Study of Behavioral Medicine at Stanford 
University School of Medicine.

“In the last two decades, research-
ers have demonstrated the importance of 
depression in cardiovascular disease and 
the value of antidepressants and lifestyle 

AHA Backs Depression Screening

The American Heart Association says it “supports a strategy of increased awareness and 
screening for depression in patients with CHD [coronary heart disease],” in light of the high 
prevalence of depression in those patients. APA has endorsed this science advisory. 

These are among the recommendations: 

• Routine screening for depression in patients with CHD should be available in various 
medical settings. The opportunity to screen for and treat depression in cardiac 
patients should not be missed, as effective depression treatment may improve health 

outcomes. 

• Patients with positive screening results should be evaluated by a professional qualifi ed in 
the diagnosis and management of depression. 

• Patients with cardiac disease who are under treatment for depression should be carefully 
monitored for adherence to their medical care, drug effi cacy, and safety with respect to 
their cardiovascular as well as mental health.

• Coordination of care between health care providers is essential in patients with combined 

medical and mental health diagnoses.

“Depression and Coronary Heart Disease: Recommendations for Screening, 
Referral, and Treatment” is posted at <http://circ.ahajournals.org/cgi/content/
full/118/17/1768>.

please see Depression on page 43
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Hyperactivity in an area of the hippocampus tracked positively with 
symptom severity, suggesting that MRI screening could potentially be 
used to identify patients likely to experience first-episode psychosis. 

Brain MRI May Pinpoint
Those at High Psychosis Risk

 clinical & research  news

A region of the hippocam-
pus appears to be uniquely 
activated during functional 
magnetic resonance imag-
ing (MRI) among individ-

uals who later go on to develop psychosis. 
Using cerebral blood volume mapping, 

the region—known as the CA1 subfi eld of 
the hippocampus—was found to be hyper-
active among those individuals who were 
at high risk of psychosis and who later 
developed a fi rst-episode psychotic dis-
order. Moreover, hyperactivity in the 
CA1 subfi eld also tracked positively with 
increasing severity of delusional symptoms 
and with avolition and social withdrawal—
two “negative” symptoms associated with 
worsening outcome. 

The report appeared in the Septem-
ber Archives of General Psychiatry. The lead 
author is Scott Small, M.D., the Herbert 
Irving Associate Professor of Neurology 
in the Sergievsky Center and in the Taub 
Institute for Research on Alzheimer’s Dis-
ease and the Aging Brain at Columbia Uni-
versity Medical Center.

“Functional imaging can tell you where in 
the brain something is happening, not what 
is happening,” said fi rst author Scott Scho-
bel, M.D., an assistant professor of clinical 
psychiatry at Columbia University College 
of Physicians and Surgeons, in an interview 
with Psychiatric News. “But what this hyper-
active state strongly suggests is an increase 
in metabolism that is plausibly linked to dys-
function in the glutamate system.”

Though far from conclusive, the fi nd-
ing points to the possibility in the future 
of a screen for determining which high-
risk (or “prodromal”) patients are likely to 
go on to develop a fi rst-episode psychosis. 
Using clinical criteria today, clinicians can 
reliably predict approximately 50 percent  
to 60 percent of high-risk individuals who 
will go on to develop a psychotic disorder.

“The idea would be that one could 
use brain imaging as a snapshot of illness 
severity within the CA1 subfi eld,” Scho-
bel said. “It could potentially be used to 
identify those within the high-risk popu-
lation who have abnormal activity above a 
certain threshold to selectively target this 
group with clinical treatments aimed at 
preventing illness progression, including 
potentially a glutamate-modulating ther-
apy and/or cognitive therapy.”

Schobel said the study relied on a new 
high-resolution MRI technique developed 
by Small. In the study, cerebral blood vol-
ume mapping with the new technique was 
used on 18 patients with schizophrenia, 18 
age-matched, healthy control subjects, and 
18 individuals with prodromal psychosis. 

In a fi rst between-group analysis com-
paring patients with schizophrenia and 
controls, abnormal cerebral blood vol-
ume (CBV) was found in the CA1 subfi eld 
and in the orbitofrontal cortex; abnormal 

decreases in CBV were found in the dorso-
lateral prefrontal cortex. In a second longi-
tudinal analysis, abnormal CBV increases 
in the CA1 subfi eld predicted clinical pro-
gression to psychosis among the 18 pro-
dromal individuals. 

Finally, a third analysis showed that 
CBV levels in the CA1 subfi eld correlated 
with severity of symptoms of psychosis. 

“Progressive hyperfunctionality of 

the CA1 subfi eld was positively associ-
ated with worsening delusional severity,” 
Schobel told Psychiatric News. “That was 

Functional MRI Identifies Brain Areas Involved 
In Early Stages of Schizophrenia
The warmer colors of yellow and red in these functional MRI images indicate higher cerebral blood volume in 
the CA1 subfield of the at-risk individual and the CA1 subfield of a patient with schizophrenia. 

Credit: Archives of General Psychiatry, 66(9) 938-946 2009, © 2009 American Medical Association

please see Brain MRI on page 36



RELAPSE.*
°  Patients treated with atypical oral 

antipsychotics may be missing 
their medication for about
one-third of the year (110 days)1

RELAPSE.*
°  Despite patients continuing

to miss their medication,
long-acting medications are 
being used later in treatment2

*  While no medication can guarantee a patient will be relapse-free, 
using long-acting, professionally administered medication can help 
you recognize a missed dose and intervene.

IMPORTANT SAFETY INFORMATION
INVEGA® SUSTENNA™ (paliperidone palmitate) extended-release injectable suspension is indicated for the 
acute and maintenance treatment of schizophrenia in adults. 
IMPORTANT SAFETY INFORMATION FOR INVEGA® SUSTENNA™ 

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

•  Hypersensitivity: Hypersensitivity reactions, including anaphylactic reactions and angioedema, have 
been observed in patients treated with risperidone and paliperidone, which is a metabolite of risperidone. 
Therefore paliperidone is contraindicated in patients with a known hypersensitivity to either paliperidone or 
risperidone, or to any of the excipients in INVEGA® SUSTENNA™.

•  Cerebrovascular Adverse Events (CAEs): CAEs, including fatalities and stroke, have been reported in 
elderly patients with dementia-related psychosis taking oral risperidone in clinical trials. The incidence of 
CAEs with risperidone was signifi cantly higher than with placebo. INVEGA® SUSTENNA™ is not approved for 
the treatment of patients with dementia-related psychosis. 

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

•  QT Prolongation: Paliperidone causes a modest increase in the corrected QT (QTc) interval. Avoid the use of 
drugs that also increase QT interval and in patients with risk factors for prolonged QT interval. Paliperidone 
should also be avoided in patients with congenital long QT syndrome and in patients with a history of cardiac 

arrhythmias. 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 QTc interval.

•  Tardive Dyskinesia (TD): TD is a syndrome of potentially irreversible, involuntary, dyskinetic movements 
that may develop in patients treated with antipsychotic medications. The risk of developing TD and the 
likelihood that dyskinetic movements will become irreversible are believed to increase with duration of 
treatment and total cumulative dose, but can develop after relatively brief treatment at low doses. Elderly 
women patients appeared to be at increased risk for TD, although it is impossible to predict which patients 
will develop the syndrome. Prescribing should be consistent with the need to minimize the risk of TD. 
Discontinue drug if clinically appropriate. The syndrome may remit, partially or completely, if antipsychotic 
treatment is withdrawn. 

•  Hyperglycemia and Diabetes: Hyperglycemia, some cases extreme and associated with ketoacidosis, 
hyperosmolar coma or death has been reported in patients treated with atypical antipsychotics (APS), 
including INVEGA® SUSTENNA™. Patients starting treatment with APS who have or are at risk for diabetes 
should undergo fasting blood glucose testing at the beginning of and during treatment. Patients who develop 
symptoms of hyperglycemia should also undergo fasting blood glucose testing. Some patients require 
continuation of anti-diabetic treatment despite discontinuation of the suspect drug.

•  Weight Gain: Weight gain has been observed with INVEGA® SUSTENNATM and other atypical antipsychotic 
medications. Monitor weight gain. 

•  Hyperprolactinemia: As with other drugs that antagonize dopamine D2 receptors, INVEGA® SUSTENNA™ 
elevates prolactin levels and the elevation persists during chronic administration. Paliperidone has a 
prolactin-elevating effect similar to risperidone, which is associated with higher levels of prolactin elevation 
than other antipsychotic agents. 

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

•  Leukopenia, Neutropenia and Agranulocytosis have been reported with antipsychotics, including 
paliperidone. Patients with a history of clinically signifi cant low white blood cell count (WBC) or drug-induced 
leukopenia/neutropenia should have frequent complete blood cell counts during the fi rst few months of 
therapy. At the fi rst sign of a clinically signifi cant decline in WBC and in the absence of other causative 
factors, discontinuation of INVEGA® SUSTENNA™ should be considered.  Patients with clinically signifi cant 
neutropenia should be carefully monitored for fever or other symptoms or signs of infection and treated 
promptly if such symptoms or signs occur. Patients with severe neutropenia (absolute neutrophil count 
<1000/mm3) should  discontinue INVEGA® SUSTENNA™ and have their WBC followed until recovery.
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ACT EARLIER 
WITH NEW ONCE-MONTHLY
INVEGA® SUSTENNA™

° Once-monthly dosing3  

° Demonstrated safety and tolerability profi le†‡3

°  Signifi cantly delayed time to relapse
in the longer-term maintenance study3 

†Reported in 4 fi xed-dose, double-blind, placebo-controlled studies (N=1803). 
‡Reported in the longer-term maintenance study (N=849). 

References: 1. Mahmoud RA, Engelhart LM, Janagap CC, Oster G, Ollendorf D. Risperidone versus conventional 
antipsychotics for schizophrenia and schizoaffective disorder: symptoms, quality of life and resource use under 
customary clinical care. Clin Drug Invest. 2004;24:275-286. 2. Keith SJ, Kane JM, Turner M, Conley RR, Nasrallah HA. 
Academic highlights: guidelines for the use of long-acting injectable atypical antipsychotics. J Clin Psychiatry. 
2004;65:120-131. 3. INVEGA® SUSTENNA™ [Prescribing Information]. Titusville, NJ: Ortho-McNeil-Janssen 
Pharmaceuticals, Inc. July 2009.

Please see accompanying brief summary of full Prescribing Information 
for INVEGA® SUSTENNA™.

•  Potential for Cognitive and Motor Impairment: Somnolence, sedation, and dizziness were reported as 
adverse reactions in subjects treated with INVEGA® SUSTENNA™. INVEGA® SUSTENNA™ has the potential 
to impair judgment, thinking, or motor skills. Patients should be cautioned about operating hazardous 
machinery, including motor vehicles, until they are reasonably certain that INVEGA® SUSTENNA™ does not 
affect them adversely, and should use caution when operating machinery. 

•  Seizures: INVEGA® SUSTENNA™ should be used cautiously in patients with a history of seizures or with 
conditions that potentially lower seizure threshold. 

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

•  Administration: For intramuscular injection only. Care should be taken to avoid inadvertent injection into 
a blood vessel. 

•  Commonly Observed Adverse Reactions for INVEGA® SUSTENNA™: The most common adverse 
reactions in clinical trials in patients with schizophrenia (≥5% and twice placebo) were injection site 
reactions, somnolence/sedation, dizziness, akathisia and extrapyramidal disorder. 

Visit www.invegasustenna.com for more information.

RETHINK THE WAY YOU TREAT
FOR ACUTE AND MAINTENANCE TREATMENT OF SCHIZOPHRENIA



INVEGA®  SUSTENNA™ (paliperidone palmitate) 
Extended-Release Injectable Suspension
Brief Summary
BEFORE PRESCRIBING INVEGA®  SUSTENNA™, PLEASE SEE FULL
PRESCRIBING INFORMATION, INCLUDING BOXED WARNING.

INVEGA®  SUSTENNA™ (paliperidone palmitate) is indicated for the acute
and maintenance treatment of schizophrenia in adults [see Clinical Studies
(14) in full PI].
CONTRAINDICATIONS
Hypersensitivity reactions, including anaphylactic reactions and
angioedema, have been observed in patients treated with risperidone and
paliperidone. Paliperidone palmitate is converted to paliperidone, which is
a metabolite of risperidone and is therefore contraindicated in patients with
a known hypersensitivity to either paliperidone or risperidone, or to any of
the excipients in the INVEGA®  SUSTENNA™ formulation.
WARNINGS AND PRECAUTIONS
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. INVEGA®  SUSTENNA™ (paliperidone palmitate)
is not approved for the treatment of dementia-related psychosis [see
Boxed Warning].
Cerebrovascular Adverse Events, Including Stroke, in Elderly Patients
With Dementia-Related Psychosis: In placebo-controlled trials with
risperidone, aripiprazole, and olanzapine in elderly subjects with dementia,
there was a higher incidence of cerebrovascular adverse events
(cerebrovascular accidents and transient ischemic attacks) including
fatalities compared to placebo-treated subjects. Oral paliperidone and
INVEGA®  SUSTENNA™ were not marketed at the time these studies were
performed and are not approved for the treatment of patients with
dementia-related psychosis [see also Boxed Warning and Warnings and
Precautions].
Neuroleptic Malignant Syndrome: A potentially fatal symptom complex
sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been
reported in association with antipsychotic drugs, including paliperidone.
Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered
mental status, and evidence of autonomic instability (irregular pulse or
blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia).
Additional signs may include elevated creatine phosphokinase,
myoglobinuria (rhabdomyolysis), and acute renal failure.
The diagnostic evaluation of patients with this syndrome is complicated.
In arriving at a diagnosis, it is important to identify cases in which the
clinical presentation includes both serious medical illness (e.g., pneumonia,
systemic infection, etc.) and untreated or inadequately treated
extrapyramidal signs and symptoms (EPS). Other important considerations
in the differential diagnosis include central anticholinergic toxicity, heat
stroke, drug fever, and primary central nervous system pathology.
The management of NMS should include: (1) immediate discontinuation of
antipsychotic drugs and other drugs not essential to concurrent therapy;
(2) intensive symptomatic treatment and medical monitoring; and (3)
treatment of any concomitant serious medical problems for which specific
treatments are available. There is no general agreement about specific
pharmacological treatment regimens for uncomplicated NMS.
If a patient appears to require antipsychotic drug treatment after recovery
from NMS, reintroduction of drug therapy should be closely monitored, since
recurrences of NMS have been reported.
QT Prolongation: Paliperidone causes a modest increase in the corrected
QT (QTc) interval. The use of paliperidone should be avoided in combination
with other drugs that are known to prolong QTc including Class 1A (e.g.,
quinidine, procainamide) or Class III (e.g., amiodarone, sotalol) antiarrhythmic
medications, antipsychotic medications (e.g., chlorpromazine, thioridazine),
antibiotics (e.g., gatifloxacin, moxifloxacin), or any other class of medications
known to prolong the QTc interval. Paliperidone should also be avoided in
patients with congenital long QT syndrome and in patients with a history of
cardiac arrhythmias.
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 QTc interval, including (1) bradycardia; (2) hypokalemia or
hypomagnesemia; (3) concomitant use of other drugs that prolong the QTc
interval; and (4) presence of congenital prolongation of the QT interval.
The effects of oral paliperidone on the QT interval were evaluated in a
double-blind, active-controlled (moxifloxacin 400 mg single dose),
multicenter QT study in adults with schizophrenia and schizoaffective
disorder, and in three placebo- and active-controlled 6-week, fixed-dose
efficacy trials in adults with schizophrenia.
In the QT study (n = 141), the 8 mg dose of immediate-release oral
paliperidone (n=50) showed a mean placebo-subtracted increase from
baseline in QTcLD of 12.3 msec (90% CI: 8.9; 15.6) on day 8 at 1.5 hours
post-dose. The mean steady-state peak plasma concentration for this 
8 mg dose of paliperidone immediate release (Cmax ss = 113 ng/mL) was
more than 2-fold the exposure observed with the maximum recommended
234 mg dose of INVEGA®  SUSTENNA™ administered in the deltoid muscle
(predicted median Cmax ss = 50 ng/mL). In this same study, a 4 mg dose 
of the immediate-release oral formulation of paliperidone, for which 

Cmax ss = 35 ng/mL, showed an increased placebo-subtracted QTcLD of 
6.8 msec (90% CI: 3.6; 10.1) on day 2 at 1.5 hours post-dose.
In the three fixed-dose efficacy studies of oral paliperidone extended release,
electrocardiogram (ECG) measurements taken at various time points showed
only one subject in the oral paliperidone 12 mg group had a change
exceeding 60 msec at one time-point on Day 6 (increase of 62 msec).
In the four fixed-dose efficacy studies of INVEGA®  SUSTENNA™, no subject
experienced a change in QTcLD exceeding 60 msec and no subject had a
QTcLD value of > 500 msec at any time point. In the maintenance study,
no subject had a QTcLD change > 60 msec, and one subject had a QTcLD
value of 507 msec (Bazett’s QT corrected interval [QTcB] value of 
483 msec); this latter subject also had a heart rate of 45 beats per minute.
Tardive Dyskinesia: A syndrome of potentially irreversible, involuntary,
dyskinetic movements may develop in patients treated with antipsychotic
drugs. Although the prevalence of the syndrome appears to be highest
among the elderly, especially elderly women, it is impossible to predict
which patients will develop the syndrome. Whether antipsychotic drug
products differ in their potential to cause tardive dyskinesia is unknown.
The risk of developing tardive dyskinesia and the likelihood that it will
become irreversible appear to increase as the duration of treatment and
the total cumulative dose of antipsychotic drugs administered to the patient
increase, but the syndrome can develop after relatively brief treatment
periods at low doses, although this is uncommon.
There is no known treatment for established tardive dyskinesia, although
the syndrome may remit, partially or completely, if antipsychotic treatment
is withdrawn. Antipsychotic treatment itself may suppress (or partially
suppress) the signs and symptoms of the syndrome and may thus mask
the underlying process. The effect of symptomatic suppression on the
long-term course of the syndrome is unknown.
Given these considerations, INVEGA®  SUSTENNA™ should be prescribed
in a manner that is most likely to minimize the occurrence of tardive
dyskinesia. Chronic antipsychotic treatment should generally be reserved
for patients who suffer from a chronic illness that is known to respond to
antipsychotic drugs. In patients who do require chronic treatment, the
smallest dose and the shortest duration of treatment producing a
satisfactory clinical response should be sought. The need for continued
treatment should be reassessed periodically.
If signs and symptoms of tardive dyskinesia appear in a patient treated
with INVEGA®  SUSTENNA™, drug discontinuation should be considered.
However, some patients may require treatment with INVEGA®  SUSTENNA™
despite the presence of the syndrome.
Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in some cases
extreme and associated with ketoacidosis or hyperosmolar coma or death,
has been reported in patients treated with all atypical antipsychotics. These
cases were, for the most part, seen in post-marketing clinical use 
and epidemiologic studies, not in clinical trials, and there have been few
reports of hyperglycemia or diabetes in trial subjects treated with
INVEGA®  SUSTENNA™. Assessment of the relationship between atypical
antipsychotic use and glucose abnormalities is complicated by the
possibility of an increased background risk of diabetes mellitus in patients
with schizophrenia and the increasing incidence of diabetes mellitus in the
general population. Given these confounders, the relationship between
atypical antipsychotic use and hyperglycemia-related adverse events is not
completely understood. However, epidemiological studies suggest an
increased risk of treatment-emergent hyperglycemia-related adverse
events in patients treated with the atypical antipsychotics.
Patients with an established diagnosis of diabetes mellitus who are started
on atypical antipsychotics should be monitored regularly for worsening of
glucose control. Patients with risk factors for diabetes mellitus (e.g., obesity,
family history of diabetes) who are starting treatment with atypical
antipsychotics should undergo fasting blood glucose testing at the
beginning of treatment and periodically during treatment. Any patient
treated with atypical antipsychotics should be monitored for symptoms of
hyperglycemia including polydipsia, polyuria, polyphagia, and weakness.
Patients who develop symptoms of hyperglycemia during treatment with
atypical antipsychotics should undergo fasting blood glucose testing. In
some cases, hyperglycemia has resolved when the atypical antipsychotic
was discontinued; however, some patients required continuation of
anti-diabetic treatment despite discontinuation of the suspect drug.
Weight Gain: Weight gain has been observed with INVEGA®  SUSTENNA™
and other atypical antipsychotics. In the 13-week study involving 234 mg
initiation dosing, the proportion of subjects with an abnormal weight increase
≥ 7% showed a dose-related trend, with a 5% incidence rate in the placebo
group compared with rates of 6%, 8%, and 13% in the INVEGA®  SUSTENNA™
39 mg, 156 mg, and 234 mg groups, respectively. In the two 13-week,
fixed-dose, double-blind, placebo-controlled trials (pooled data), the
proportions of subjects meeting a weight gain criterion of ≥ 7% of body weight
were 6%, 9%, and 10% in the INVEGA®  SUSTENNA™ 39 mg, 78 mg, and
156 mg groups, respectively, compared with 2% in the placebo group. In the
9-week, fixed-dose, double-blind, placebo-controlled trial, 8% and 6% in the
INVEGA®  SUSTENNA™ 78 mg and 156 mg groups, respectively, met this
criterion compared with 4% in the placebo group.
During the 33-week open-label period (9-week flexible-dose transition
phase followed by a 24-week maintenance phase flexible-dose and
minimum 12-week fixed dose) of the maintenance trial, 12% of
INVEGA®  SUSTENNA™-treated subjects met this criterion; the mean (SD)
weight change from open-label baseline was +0.7 (4.79) kg. In the variable
length double-blind phase, this criterion (weight gain of ≥ 7% from
double-blind phase to endpoint) was met by 6% of INVEGA®  SUSTENNA™-
treated subjects compared with 3% of placebo-treated subjects; the 
mean weight change from double-blind baseline was +0.5 kg for
INVEGA®  SUSTENNA™ compared with –1.0 kg for placebo. Similar results
were observed in the open-label extension phase of this study.
Hyperprolactinemia: Like other drugs that antagonize dopamine D2
receptors, paliperidone elevates prolactin levels and the elevation persists
during chronic administration. Paliperidone has a prolactin-elevating effect
similar to that seen with risperidone, a drug that is associated with higher
levels of prolactin than other antipsychotic drugs.
Hyperprolactinemia, regardless of etiology, may suppress hypothalamic
GnRH, resulting in reduced pituitary gonadotrophin secretion. This, in turn,
may inhibit reproductive function by impairing gonadal steroidogenesis in
both female and male patients. Galactorrhea, amenorrhea, gynecomastia,
and impotence have been reported in patients receiving prolactin-elevating
compounds. Long-standing hyperprolactinemia when associated with
hypogonadism may lead to decreased bone density in both female and
male subjects.
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 considered in a patient with

previously detected breast cancer. An increase in the incidence of pituitary
gland, mammary gland, and pancreatic islet cell neoplasia (mammary
adenocarcinomas, pituitary and pancreatic adenomas) was observed in the
risperidone carcinogenicity studies conducted in mice and rats [see
Nonclinical Toxicology (13.1) in full PI]. Neither clinical studies nor
epidemiologic studies conducted to date have shown an association
between chronic administration of this class of drugs and tumorigenesis in
humans, but the available evidence is too limited to be conclusive.
Orthostatic Hypotension and Syncope: Paliperidone can induce
orthostatic hypotension and syncope in some patients because of its
alpha-blocking activity. Syncope was reported in < 1% (4/1293) of subjects
treated with INVEGA®  SUSTENNA™ in the recommended dose range of 
39 mg to 234 mg in the four fixed-dose, double-blind, placebo-controlled
trials compared with 0% (0/510) of subjects treated with placebo. In the
four fixed-dose efficacy studies, orthostatic hypotension was reported as
an adverse event by < 1% (2/1293) of INVEGA®  SUSTENNA™-treated
subjects compared to 0% (0/510) with placebo. Incidences of orthostatic
hypotension and syncope in the long-term studies were similar to those
observed in the short-term studies. 
INVEGA®  SUSTENNA™ should be used with caution in patients with known
cardiovascular disease (e.g., heart failure, history of myocardial infarction
or ischemia, conduction abnormalities), cerebrovascular disease, or
conditions that predispose the patient to hypotension (e.g., dehydration,
hypovolemia, and treatment with antihypertensive medications). Monitoring
of orthostatic vital signs should be considered in patients who are
vulnerable to hypotension.
Leukopenia, Neutropenia, and Agranulocytosis: Class Effect: In clinical
trial and/or postmarketing experience, events of leukopenia/neutropenia
have been reported temporally related to antipsychotic agents, including
INVEGA®, an oral form of paliperidone. Agranulocytosis has also been
reported.
Possible risk factors for leukopenia/neutropenia include pre-existing low
white blood cell count (WBC) and history of drug-induced leukopenia/
neutropenia. Patients with a history of a clinically significant low WBC or a
drug-induced leukopenia/neutropenia should have their complete blood
count (CBC) monitored frequently during the first few months of therapy
and discontinuation of INVEGA®  SUSTENNA™ should be considered at the
first sign of a clinically significant decline in WBC in the absence of other
causative factors.
Patients with clinically significant neutropenia should be carefully monitored
for fever or other symptoms or signs of infection and treated promptly if
such symptoms or signs occur. Patients with severe neutropenia (absolute
neutrophil count <1000/mm3) should discontinue INVEGA®  SUSTENNA™
and have their WBC followed until recovery.
Potential for Cognitive and Motor Impairment: Somnolence, sedation,
and dizziness were reported as adverse reactions in subjects treated with
INVEGA®  SUSTENNA™ [see Adverse Reactions]. Antipsychotics, including
INVEGA®  SUSTENNA™, have the potential to impair judgment, thinking, or
motor skills. Patients should be cautioned about performing activities
requiring mental alertness, such as operating hazardous machinery or
operating a motor vehicle, until they are reasonably certain that paliperidone
therapy does not adversely affect them.
Seizures: In the four fixed-dose double-blind placebo-controlled studies,
<1% (1/1293) of subjects treated with INVEGA®  SUSTENNA™ in the
recommended dose range of 39 mg to 234 mg experienced an adverse
event of convulsion compared with <1% (1/510) of placebo-treated
subjects who experienced an adverse event of grand mal convulsion.
Like other antipsychotic drugs, INVEGA®  SUSTENNA™ should be used
cautiously in patients with a history of seizures or other conditions that
potentially lower the seizure threshold. Conditions that lower the seizure
threshold may be more prevalent in patients 65 years or older.
Dysphagia: Esophageal dysmotility and aspiration have been associated
with antipsychotic drug use. Aspiration pneumonia is a common cause of
morbidity and mortality in patients with advanced Alzheimer’s dementia.
INVEGA®  SUSTENNA™ and other antipsychotic drugs should be used
cautiously in patients at risk for aspiration pneumonia.
Suicide: The possibility of suicide attempt is inherent in psychotic illnesses,
and close supervision of high-risk patients should accompany drug therapy.
Priapism: Drugs with alpha-adrenergic blocking effects have been reported
to induce priapism. Although no cases of priapism have been reported in
clinical trials with INVEGA®  SUSTENNA™, priapism has been reported with
oral paliperidone during postmarketing surveillance. Severe priapism may
require surgical intervention.
Thrombotic Thrombocytopenic Purpura (TTP): No cases of TTP 
were observed during clinical studies with oral paliperidone or
INVEGA®  SUSTENNA™. Although cases of TTP have been reported in
association with risperidone administration, the relationship to risperidone
therapy is unknown.
Body Temperature Regulation: Disruption of the body’s ability to reduce
core body temperature has been attributed to antipsychotic agents.
Appropriate care is advised when prescribing INVEGA®  SUSTENNA™ to
patients who will be experiencing conditions which may contribute to an
elevation in core body temperature, e.g., exercising strenuously, exposure
to extreme heat, receiving concomitant medication with anticholinergic
activity, or being subject to dehydration.
Administration: INVEGA®  SUSTENNA™ is intended for intramuscular
injection, and care must be taken to avoid inadvertent injection into a blood
vessel [see Dosage and Administration (2.3) in full PI].
Antiemetic Effect: An antiemetic effect was observed in preclinical studies
with paliperidone. This effect, if it occurs in humans, may mask the signs
and symptoms of overdosage with certain drugs or of conditions such as
intestinal obstruction, Reye’s syndrome, and brain tumor.
Use in Patients with Concomitant Illness: Clinical experience with
INVEGA®  SUSTENNA™ in patients with certain concomitant illnesses is
limited [see Clinical Pharmacology (12.3) in full PI].
Patients with Parkinson’s Disease or Dementia with Lewy Bodies are
reported to have an increased sensitivity to antipsychotic medication.
Manifestations of this increased sensitivity include confusion, obtundation,
postural instability with frequent falls, extrapyramidal symptoms, and
clinical features consistent with the neuroleptic malignant syndrome.
INVEGA®  SUSTENNA™ 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 trials. Because of the risk of orthostatic hypotension
with INVEGA®  SUSTENNA™, caution should be observed in patients with
known cardiovascular disease [see Warnings and Precautions].
Monitoring: Laboratory Tests: No specific laboratory tests are recommended.

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH 
DEMENTIA-RELATED PSYCHOSIS

Elderly patients with dementia-related psychosis treated with
antipsychotic drugs are at an increased risk of death. Analyses
of 17 placebo-controlled trials (modal duration of 10 weeks),
largely in patients taking atypical antipsychotic drugs, revealed
a risk of death in drug-treated patients of between 1.6 to 1.7
times the risk of death in placebo-treated patients. Over the
course of a typical 10-week controlled trial, the rate of death in
drug-treated patients was about 4.5%, compared to a rate of
about 2.6% in the placebo group. Although the causes of death
were varied, most of the deaths appeared to be either
cardiovascular (e.g., heart failure, sudden death) or infectious
(e.g., pneumonia) in nature. Observational studies suggest that,
similar to atypical antipsychotic drugs, treatment with
conventional antipsychotic drugs may increase mortality. The
extent to which the findings of increased mortality in
observational studies may be attributed to the antipsychotic
drug as opposed to some characteristic(s) of the patients is not
clear. INVEGA®  SUSTENNA™ (paliperidone palmitate) is not
approved for the treatment of patients with dementia-related
psychosis. [See Warnings and Precautions]
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ADVERSE REACTIONS
The following are discussed in more detail in other sections of the labeling:
•   Increased mortality in elderly patients with dementia-related psychosis

[see Boxed Warning and Warnings and Precautions]
•   Cerebrovascular adverse events, including stroke, in elderly patients

with dementia-related psychosis [see Warnings and Precautions]
•   Neuroleptic malignant syndrome [see Warnings and Precautions]
•   QT prolongation [see Warnings and Precautions]
•   Tardive dyskinesia [see Warnings and Precautions]
•   Hyperglycemia and diabetes mellitus [see Warnings and Precautions]
•   Weight gain [see Warnings and Precautions]
•   Hyperprolactinemia [see Warnings and Precautions]
•   Orthostatic hypotension and syncope [see Warnings and Precautions]
•   Leukopenia, neutropenia, and agranulocytosis [see Warnings and

Precautions]
•   Potential for cognitive and motor impairment [see Warnings and

Precautions]
•   Seizures [see Warnings and Precautions]
•   Dysphagia [see Warnings and Precautions]
•   Suicide [see Warnings and Precautions]
•   Priapism [see Warnings and Precautions]
•   Thrombotic Thrombocytopenic Purpura [see Warnings and Precautions]
•   Disruption of body temperature regulation [see Warnings and

Precautions]
•   Avoidance of inadvertent injection into a blood vessel [see Warnings and

Precautions]
•   Antiemetic effect [see Warnings and Precautions]
•   Increased sensitivity in patients with Parkinson’s disease or those with

dementia with Lewy bodies [see Warnings and Precautions]
•   Diseases or conditions that could affect metabolism or hemodynamic

responses [see Warnings and Precautions]
Throughout this section, a distinction is made between adverse events and
adverse reactions. Adverse events are events reported by the clinician
investigator and there is no attempt to assign causality to the study drug.
Adverse reactions are adverse events that are considered to be reasonably
associated with the use of INVEGA®  SUSTENNA™ (adverse drug reactions)
based on a predetermined method of assessment, e.g., a comparison of
adverse event rates for drug and placebo groups for the event of interest.
It is not possible to reliably establish causality by considering individual
adverse event reports for drug-treated patients. Thus, the section overall
is labeled Adverse Reactions, however, individual subsections are labeled
adverse reactions or adverse events, depending on what is included in 
the subsection.
Because clinical trials are conducted under widely varying conditions,
adverse reaction rates observed in the clinical trials of a drug cannot be
directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in clinical practice.
The most common (at least 5% in any INVEGA®  SUSTENNA™ group) and
likely drug-related (adverse events for which the drug rate is at least twice
the placebo rate) adverse reactions from the double-blind, placebo-
controlled trials were injection site reactions, somnolence/sedation,
dizziness, akathisia, and extrapyramidal disorder.
The data described in this section are derived from a clinical trial database
(Phase 2 and 3) consisting of a total of 2770 subjects with schizophrenia who
received at least one dose of INVEGA®  SUSTENNA™ in the recommended
dose range of 39 mg to 234 mg and a total of 510 subjects with schizophrenia
who received placebo. Among the 2770 INVEGA®  SUSTENNA™-treated
subjects, 1293 received INVEGA®  SUSTENNA™ in four fixed-dose,
double-blind, placebo-controlled trials (one 9-week and three 13-week
studies), 849 received INVEGA®  SUSTENNA™ in the maintenance trial (of
whom 205 continued to receive INVEGA®  SUSTENNA™ during the
double-blind placebo-controlled phase of this study), and 628 received
INVEGA®  SUSTENNA™ in two non-placebo controlled trials (a noninferiority
active-comparator trial and an injection site [deltoid-gluteal] cross-over trial).
One of the 13-week studies included a 234 mg INVEGA®  SUSTENNA™
initiation dose followed by treatment with either 39 mg, 156 mg, or 234 mg
every 4 weeks.
Adverse events during exposure to study treatment were obtained by
general inquiry and recorded by clinical investigators using their own
terminology. Consequently, to provide a meaningful estimate of the
proportion of individuals experiencing adverse events, events were grouped
in standardized categories using MedDRA terminology.
The majority of all adverse reactions were mild to moderate in severity.
Commonly-Observed Adverse Events in Double-Blind, Placebo-
Controlled Clinical Trials: Table 1 lists the adverse events reported in 2%
or more of INVEGA®  SUSTENNA™-treated subjects with schizophrenia in
the four fixed-dose, double-blind, placebo-controlled trials.
Table 1. Incidence of Treatment Emergent Adverse Events in ≥ 2% of
INVEGA®  SUSTENNA™-Treated Subjects with Schizophrenia in Four
Fixed-Dose, Double-Blind, Placebo-Controlled Trials: System Organ
Class Adverse Event followed by Placeboa (N=510) first, 39 mg (N=130)
second, 78 mg (N=302) third, 156 mg (N=312) fourth, 234/39 mgb

(N=160) fifth, 234/156 mgb (N=165) sixth, 234/234 mgb (N=163) seventh:
Total percentage of subjects with adverse event: 70, 75, 68, 69, 63, 60,
63; Gastrointestinal disorders: Abdominal discomfort/Abdominal pain
upper 1, 0, 3, 3, 1, 2, 3; Constipation 5, 3, 5, 5, 2, 4, 1; Diarrhea 2, 0, 3, 2,
1, 2, 2; Dry mouth 1, 3, 1, 0, 1, 1, 1; Nausea 3, 4, 4, 3, 2, 2, 2; Toothache
1, 1, 1, 3, 1, 2, 3; Vomiting 4, 5, 4, 2, 3, 2, 2; General disorders
andadministration site conditions: Asthenia 0, 2, 1, <1, 0, 1, 1; Fatigue
1, 1, 2, 2, 1, 2, 1; Injection site reactions 2, 0, 4, 6, 9, 7, 10; Infections
and infestations: Nasopharyngitis 2, 0, 2, 2, 4, 2, 2; Upper respiratory
tract infection 2, 2, 2, 2, 1, 2, 4; Urinary tract infection 1, 0, 1, <1, 1, 1, 2;
Injury, poisoning and procedural complications: Skin laceration <1, 2,
<1, 0, 1, 0, 0; Investigations: Alanine aminotransferaseincreased 2, 0, 2,
1, 1, 1, 1; Weight increased 1, 4, 4, 1, 1, 1, 2; Musculoskeletal
andconnective tissue disorders: Back pain 2, 2, 1, 3, 1, 1, 1;
Musculoskeletal stiffness 1, 1, <1, <1, 1, 1, 2; Myalgia 1, 2, 1, <1, 1, 0, 2;
Pain in extremity 1, 0, 2, 2, 2, 3, 0; Nervous system disorders: Akathisia
3, 2, 2, 3, 1, 5, 6; Dizziness 1, 6, 2, 4, 1, 4, 2; Extrapyramidal disorder 1,
5, 2, 3, 1, 0, 0; Headache 12, 11, 11, 15, 11, 7, 6; Somnolence/sedation
3, 5, 7, 4, 1, 5, 5; Psychiatric disorders: Agitation 7, 10, 5, 9, 8, 5, 4;
Anxiety 7, 8, 5, 3, 5, 6, 6; Insomnia 15, 15, 15, 13, 12, 10, 13; Nightmare
<1, 2, 0, 0, 0, 0, 0; Suicidal ideation 2, 0, 1, 2, 2, 2, 1; Respiratory,
thoracic and mediastinal disorders: Cough 1, 2, 3, 1, 0, 1, 1; Vascular
disorders: Hypertension 1, 2, 1, 1, 1, 1, 0. Percentages are rounded to
whole numbers. Table includes adverse events that were reported in 2%
or more of subjects in any of the INVEGA®  SUSTENNA™ dose groups and
which occurred at greater incidence than in the placebo group. a Placebo
group is pooled from all studies and included either deltoid or gluteal
injection depending on study design. b Initial deltoid injection of 234 mg

followed by either 39 mg, 156 mg, or 234 mg every 4 weeks by deltoid or
gluteal injection. Other dose groups (39 mg, 78 mg, and 156 mg) are from
studies involving only gluteal injection. [See Clinical Studies (14) in full PI]
Adverse events for which the paliperidone palmitate incidence was equal
to or less than placebo are not listed in the table, but included the following:
dyspepsia, psychotic disorder, schizophrenia, and tremor. The following
terms were combined: somnolence/sedation, breast tenderness/breast
pain, abdominal discomfort/abdominal pain upper, and tachycardia/sinus
tachycardia/heart rate increased. All injection site reaction-related adverse
events were collapsed and are grouped under “Injection site reactions”.
Adverse Reactions Observed During the Premarketing Evaluation of
INVEGA®  SUSTENNA™ Not Listed in Table 1: The following additional
adverse reactions occurred in INVEGA®  SUSTENNA™-treated subjects in
the above four fixed-dose, double-blind, placebo-controlled trials, in the
double-blind phase of the maintenance trial, or in INVEGA®  SUSTENNA™-
treated subjects with schizophrenia who participated in other Phase 3 trials,
and were not reported in Table 1. They were determined to be adverse
reactions based upon reasons to suspect causality such as timing of onset
or termination with respect to drug use, plausibility in light of the drug’s
known pharmacology, occurrence at a frequency above that expected in
the treated population or occurrence of an event typical of drug-induced
adverse reactions. 
Cardiac disorders: bradycardia, bundle branch block, postural orthostatic
tachycardia syndrome, tachycardia
Ear and labyrinth disorders: vertigo
Endocrine disorders: hyperprolactinemia
Eye disorders: oculogyric crisis, eye rolling, vision blurred
Gastrointestinal disorders: salivary hypersecretion, stomach discomfort
Investigations: blood cholesterol increased, blood glucose increased
Metabolism and nutrition disorders: decreased appetite, increased
appetite
Nervous system disorders: convulsion, dizziness postural, drooling,
dysarthria, dyskinesia, dystonia, hypertonia, lethargy, neuroleptic malignant
syndrome, oromandibular dystonia, parkinsonism, psychomotor hyperactivity,
syncope
Psychiatric disorders: restlessness
Reproductive system and breast disorders: amenorrhea, erectile
dysfunction, galactorrhea, gynecomastia, menstruation irregular, sexual
dysfunction
Skin and subcutaneous tissue disorders: pruritus generalized, rash
Vascular disorders: orthostatic hypotension
Discontinuations Due to Adverse Events: The percentages of subjects
who discontinued due to adverse events in the four fixed-dose, double-blind,
placebo-controlled trials were 5.0% and 7.8% in INVEGA®  SUSTENNA™-
and placebo-treated subjects, respectively.
Dose-Related Adverse Reactions: Based on the pooled data from the 
four fixed-dose, double-blind, placebo-controlled trials, among the 
adverse reactions that occurred at ≥ 2% incidence in the subjects treated
with INVEGA®  SUSTENNA™, only akathisia increased with dose.
Hyperprolactinemia also exhibited a dose relationship, but did not occur at
≥ 2% incidence in INVEGA®  SUSTENNA™-treated subjects from the four
fixed-dose studies.
Demographic Differences: An examination of population subgroups in the
double-blind placebo-controlled trials did not reveal any evidence of
differences in safety on the basis of age, gender, or race alone; however,
there were few subjects ≥ 65 years of age.
Extrapyramidal Symptoms (EPS): Pooled data from the two double-blind,
placebo-controlled, 13-week, fixed-dose trials provided information
regarding treatment-emergent EPS. Several methods were used to
measure EPS: (1) the Simpson-Angus global score (mean change from
baseline or score at the end of trial) which broadly evaluates Parkinsonism,
(2) the Barnes Akathisia Rating Scale global clinical rating score (mean
change from baseline or score at the end of trial) which evaluates akathisia,
(3) use of anticholinergic medications to treat emergent EPS, (4) the
Abnormal Involuntary Movement Scale scores (mean change from baseline
or scores at the end of trial) (Table 2), and (5) incidence of spontaneous
reports of EPS (Table 3).
Table 2. Treatment-Emergent Extrapyramidal Symptoms (EPS)
Assessed by Incidence of Rating Scales and Use of Anticholinergic
Medication: Scale followed by Percentage of Subjects Placebo (N=262)
first, INVEGA®  SUSTENNA™ 39 mg (N=130) second, 78 mg (N=223)
third, 156 mg (N=228) fourth: Parkinsonisma 9, 12, 10, 6; Akathisiab 5, 5,
6, 5; Dyskinesiac 3, 4, 6, 4; Use of Anticholinergic Medicationsd 12, 10, 12,
11. aFor Parkinsonism, percent of subjects with Simpson-Angus Total score
> 0.3 at endpoint (Total score defined as total sum of items score divided
by the number of items)  bFor Akathisia, percent of subjects with Barnes
Akathisia Rating Scale global score ≥ 2 at endpoint  c For Dyskinesia,
percent of subjects with a score ≥ 3 on any of the first 7 items or a score
≥ 2 on two or more of any of the first 7 items of the Abnormal Involuntary
Movement Scale at endpoint  d Percent of subjects who received
anticholinergic medications to treat emergent EPS
Table 3. Treatment-Emergent Extrapyramidal Symptoms (EPS)-Related
Adverse Events by MedDRA Preferred Term: EPS Group followed by
Percentage of Subjects Placebo (N=262) first, INVEGA®  SUSTENNA™
39 mg (N=130) second, 78 mg (N=223) third, 156 mg (N=228) fourth:
Overall percentage of subjects with EPS-related adverse events 10, 12, 11,
11; Parkinsonism 5, 6, 6, 4; Hyperkinesia 2, 2, 2, 4; Tremor 3, 2, 2, 3;
Dyskinesia 1, 2, 3, 1; Dystonia 0, 1, 1, 2.
Parkinsonism group includes: Extrapyramidal disorder, hypertonia,
musculoskeletal stiffness, parkinsonism, drooling, masked facies, muscle
tightness, hypokinesia 
Hyperkinesia group includes: Akathisia, restless legs syndrome,
restlessness
Dyskinesia group includes: Dyskinesia, choreoathetosis, muscle twitching,
myoclonus, tardive dyskinesia
Dystonia group includes: Dystonia, muscle spasms
The results across all phases of the maintenance trial exhibited comparable
findings. In the 9-week, fixed-dose, double-blind, placebo-controlled trial,
the proportions of Parkinsonism and akathisia assessed by incidence of
rating scales were higher in the INVEGA®  SUSTENNA™ 156 mg group (18%
and 11%, respectively) than in the INVEGA®  SUSTENNA™ 78 mg group
(9% and 5%, respectively) and placebo group (7% and 4%, respectively).
In the 13-week study involving 234 mg initiation dosing, the incidence of
any treatment-emergent EPS-related adverse events was similar to that of
the placebo group (8%), but exhibited a dose-related pattern with 6%, 10%,
and 11% in the INVEGA®  SUSTENNA™ 234/39 mg, 234/156 mg, and
234/234 mg groups, respectively. Hyperkinesia was the most frequent
category of EPS-related adverse events in this study, and was reported at

a similar rate between the placebo (4.9%) and INVEGA®  SUSTENNA™
234/156 mg (4.8%) and 234/234 mg (5.5%) groups, but at a lower rate in
the 234/39 mg group (1.3%).
Dystonia: Class Effect: Symptoms of dystonia, prolonged abnormal
contractions of muscle groups, may occur in susceptible individuals during
the first few days of treatment. Dystonic symptoms include: spasm of the
neck muscles, sometimes progressing to tightness of the throat, swallowing
difficulty, difficulty breathing, and/or protrusion of the tongue. While these
symptoms can occur at low doses, they occur more frequently and with
greater severity with high potency and at higher doses of first generation
antipsychotic drugs. An elevated risk of acute dystonia is observed in males
and younger age groups.
Laboratory Test Abnormalities: In the pooled data from the two
double-blind, placebo-controlled, 13-week, fixed-dose trials, a between-
group comparison revealed no medically important differences between
INVEGA®  SUSTENNA™ and placebo in the proportions of subjects
experiencing potentially clinically significant changes in routine serum
chemistry, hematology, or urinalysis parameters. Similarly, there were no
differences between INVEGA®  SUSTENNA™ and placebo in the incidence
of discontinuations due to changes in hematology, urinalysis, or serum
chemistry, including mean changes from baseline in fasting glucose,
insulin, c-peptide, triglyceride, HDL, LDL, and total cholesterol
measurements. However, INVEGA®  SUSTENNA™ was associated with
increases in serum prolactin [see Warnings and Precautions]. The results
from the 13-week study involving 234 mg initiation dosing, the 9-week,
fixed-dose, double-blind, placebo-controlled trial, and the double-blind
phase of the maintenance trial exhibited comparable findings.
Pain Assessment and Local Injection Site Reactions: In the pooled data
from the two 13-week, fixed-dose, double-blind, placebo-controlled trials,
the mean intensity of injection pain reported by subjects using a visual
analog scale (0 = no pain to 100 = unbearably painful) decreased in all
treatment groups from the first to the last injection (placebo: 10.9 to 9.8;
39 mg: 10.3 to 7.7; 78 mg: 10.0 to 9.2; 156 mg: 11.1 to 8.8). The results
from both the 9-week, fixed-dose, double-blind, placebo-controlled trial
and the double-blind phase of the maintenance trial exhibited comparable
findings.
In the 13-week study involving 234 mg initiation dosing, occurrences of
induration, redness, or swelling, as assessed by blinded study personnel,
were infrequent, generally mild, decreased over time, and similar in incidence
between the INVEGA®  SUSTENNA™ and placebo groups. Investigator ratings
of injection pain were similar for the placebo and INVEGA®  SUSTENNA™
groups. Investigator evaluations of the injection site after the first injection
for redness, swelling, induration, and pain were rated as absent for 69-100%
of subjects in both the INVEGA®  SUSTENNA™ and placebo groups. At Day
92, investigators rated absence of redness, swelling, induration, and pain in
95-100% of subjects in both the INVEGA®  SUSTENNA™ and placebo groups.
Adverse Reactions Reported With Oral Paliperidone: The following is a
list of additional adverse reactions that have been reported with oral
paliperidone in subjects with schizophrenia:
Cardiac disorders: atrioventricular block first degree, palpitations, sinus
arrhythmia
Gastrointestinal disorders: abdominal pain, swollen tongue
General disorders and administration site conditions: edema
Immune system disorders: anaphylactic reaction
Musculoskeletal and connective tissue disorders: muscle rigidity
Nervous system disorders: tremor
Reproductive system and breast disorders: priapism, breast discharge
Vascular disorders: ischemia
Adverse Reactions Reported With Risperidone: Paliperidone is the major
active metabolite of risperidone. Adverse reactions reported with oral
risperidone and risperidone long-acting injection can be found in the
ADVERSE REACTIONS sections of the package inserts for those products.

DRUG INTERACTIONS
Since paliperidone palmitate is hydrolyzed to paliperidone [see Clinical
Pharmacology (12.3) in full PI], results from studies with oral paliperidone
should be taken into consideration when assessing drug-drug interaction
potential.
Potential for INVEGA®  SUSTENNA™ to Affect Other Drugs: Given the
primary CNS effects of paliperidone [see Adverse Reactions],
INVEGA®  SUSTENNA™ should be used with caution in combination with
other centrally acting drugs and alcohol. Paliperidone may antagonize the
effect of levodopa and other dopamine agonists.
Because of its potential for inducing orthostatic hypotension, an additive
effect may be observed when INVEGA®  SUSTENNA™ is administered with
other therapeutic agents that have this potential [see Warnings and
Precautions].
Paliperidone is not expected to cause clinically important pharmacokinetic
interactions with drugs that are metabolized by cytochrome P450 isozymes.
In vitro studies in human liver microsomes showed that paliperidone does
not substantially inhibit the metabolism of drugs metabolized by
cytochrome P450 isozymes, including CYP1A2, CYP2A6, CYP2C8/9/10,
CYP2D6, CYP2E1, CYP3A4, and CYP3A5. Therefore, paliperidone is not
expected to inhibit clearance of drugs that are metabolized by these
metabolic pathways in a clinically relevant manner. Paliperidone is also not
expected to have enzyme inducing properties.
Paliperidone is a weak inhibitor of P-glycoprotein (P-gp) at high
concentrations. No in vivo data are available and the clinical relevance is
unknown.
Potential for Other Drugs to Affect INVEGA®  SUSTENNA™: Paliperidone
is not a substrate of CYP1A2, CYP2A6, CYP2C9, and CYP2C19, so that an
interaction with inhibitors or inducers of these isozymes is unlikely. While
in vitro studies indicate that CYP2D6 and CYP3A4 may be minimally
involved in paliperidone metabolism, in vivo studies do not show decreased
elimination by these isozymes and they contribute to only a small fraction
of total body clearance. In vitro studies have shown that paliperidone is a
P-gp substrate.
Co-administration of oral paliperidone extended release once daily with
carbamazepine 200 mg twice daily caused a decrease of approximately
37% in the mean steady-state Cmax and AUC of paliperidone. This decrease
is caused, to a substantial degree, by a 35% increase in renal clearance of
paliperidone. A minor decrease in the amount of drug excreted unchanged
in the urine suggests that there was little effect on the CYP metabolism or
bioavailability of paliperidone during carbamazepine co-administration. On
initiation of carbamazepine, the dose of INVEGA®  SUSTENNA™ should be
re-evaluated and increased if necessary. Conversely, on discontinuation of
carbamazepine, the dose of INVEGA®  SUSTENNA™ should be re-evaluated
and decreased if necessary.
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Slowly but surely, psychiatric sci-
entists are unmasking the fac-
tors that heighten people’s risk 
of committing suicide, experts 
on the subject indicated at the 

annual meeting of the Canadian Psychi-
atric Association in St. John’s, Newfound-
land, in August.

Some of the variables are childhood 
adversity, medical illnesses, impulsivity, 
aggression, and certain personality dis-
orders, James Bolton, M.D., an assistant 
professor of psychiatry at the University 
of Manitoba, reported.

Studies have shown that physicians are 
at a somewhat higher risk of suicide than 
is the general population, Michael Myers, 
M.D., a professor of clinical psychiatry at 

the State University of New York Down-
state Medical Center and an authority on 
physicians’ psychiatric problems, said. 
However, physicians who are perfection-
ists, narcissists, or rugged individualists 
are at even greater risk of committing sui-
cide, he explained.

Bolton and his colleagues used data 
from the U.S. National Epidemiologic 
Survey on Alcohol and Related Condi-
tions to identify risk factors for suicide 
in people with major depression. Out 
of some 35,000 persons who took part 
in the survey, some 6,000 had a major 
depression, and out of this sample, 169 
subsequently made a suicide attempt. 
Bolton and his team then looked to see 
which characteristics besides depres-
sion might have predicted suicide 
attempts. The answer was posttrau-
matic stress disorder or borderline per-
sonality disorder. “So comorbidity is 
very important in suicide attempts,” 
Bolton asserted.

Myers concurred. If physicians who 
are perfectionistic or narcissistic are 
also depressed, they can be in espe-
cially grave danger of suicide, he noted. 
The same is the case for physicians who 
are depressed and abuse substances, he 
added.

BY JOAN AREHART-TREICHEL

Most people who think about or attempt suicide don’t die by suicide. 
Why is this—why do so many suicidal people choose life? An Ontario 
psychiatrist wants to find out.

More Clues Uncovered in
Suicide’s Many Mysteries

clinical & research news

James Bolton, M.D.: “Comorbidity is very 
important in suicide attempts.”

Martine Flament, M.D., Ph.D., of the 
University of Ottawa reported that she 
and her colleagues had conducted a study 
of 49 child or adolescent suicide attempt-
ers in a pediatric emergency room and 
compared them with age- and gender-
matched control subjects. Their fi ndings 
showed that both the trait of impulsiv-
ity and the presence of depression were 
highly prevalent in children and youth 
attempting suicide.

Not getting help, especially the right 
kind of help, can also predispose people 
to suicide. Alain Lesage, M.D., of the 
University of Montreal and colleagues 
interviewed the families of 102 people 
who had killed themselves to fi nd out 
whether the latter had sought profes-
sional help or not. More than half had 
visited a mental health specialist dur-
ing the year preceding their deaths. But 
only 5 percent had had any contact with 
addiction services, even though two-
thirds suffered from substance abuse as 
well as depression. So there is a need for 
“greater coordination and integration of 
mental health specialists and addiction 
services within the health care system,” 
Lesage urged.

And just as psychiatrists are unmask-
ing the many variables that increase 
people’s risk of suicide, they are also 
starting to identify the ingredients that 
shield people from it, speakers at the 
meeting indicated. 

For example, most people who think 
about suicide do not actually attempt it, 
Bolton noted. The situation is similar for 
suicide attempts, Jennifer Brasch, M.D., 
pointed out—most people who attempt 
suicide actually do not end up killing 
themselves. Brasch is medical director of 
the psychiatric emergency service at St. 
Joseph’s Healthcare in Hamilton, Ontario.

So what is it that keeps people from 
moving beyond suicidal ideation to sui-
cide attempts, or from suicide attempts to 
completed suicide? 

“We don’t really understand how the 
shift takes place,” Brasch admitted. So 
she is trying to fi nd the answers, and in 
a novel way.

The way is a Web site that she 
launched a year ago—<www.thereasons.
ca>. It invites people who have recov-
ered from being suicidal to post their 
stories. To date, some 7,300 people from 
89 countries have visited the site, and 
57 have recorded their suicide recovery 
stories. The stories are starting to give 
Brasch insights into some of the ingre-
dients that help people recover from sui-
cidality, she said—for instance, knowing 
that a therapist was there for them dur-
ing their anguish. In fact, connection 
with other people has been a major life-
line in every story she has received so far, 
she said. ■
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Paliperidone is metabolized to a limited extent by CYP2D6 [see Clinical Pharmacology (12.3) in full PI]. In an
interaction study in healthy subjects in which a single 3 mg dose of oral paliperidone extended release was
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A lthough schizophrenia and 
bipolar disorder have long 
been considered distinct 
illnesses, the demarcation 
between the two may be 

thinner than previously believed. 
So reported some psychiatrists at the 

annual meeting of the Canadian Psychi-
atric Association in St. John’s, Newfound-
land, in August.

The psychiatrists were Glenda Mac-
Queen, M.D., Ph.D., chair of psychiatry at 
the University of Calgary; Roger McIntyre, 
M.D., an associate professor of psychiatry 
and pharmacology at the University of 
Toronto, and Ashok Malla, M.D., a profes-
sor of psychiatry at McGill University.

BY JOAN AREHART-TREICHEL

The line between bipolar disorder and schizophrenia seems to be fuzzier 
than previously thought, sometimes making diagnosis very difficult. 

Differentiating Schizophrenia From
Bipolar Disorder Can Be Diffi cult

 clinical & research  news

There are a number of reasons why 
the line between schizophrenia and 
bipolar disorder seems to be fuzzier 
than previously thought, the speakers 
indicated.

Some of the same brain abnormal-
ities that can be found in subjects with 
schizophrenia can also be found in bipo-
lar subjects, McIntyre reported. More-
over, these same brain abnormalities can 
be found in some unaffected fi rst-degree 
relatives of individuals with schizophre-
nia and in some unaffected fi rst-degree 
relatives of individuals with bipolar dis-
order, suggesting that they are inher-
ited and common to people with either 
schizophrenia or bipolar disorder.

Even though psychiatrists usually 
assume that cognitive impairment is only 
experienced by individuals with schizo-
phrenia, not by those with bipolar disor-
der, individuals with the latter can experi-
ence it as well, MacQueen said.

And just as bipolar individuals can have 
cognitive defi cits, they can also experience 
another hallmark of schizophrenia—psy-
chotic symptoms, MacQueen stated. 

Still another link between schizophre-
nia and bipolar disorder is the risk of the 
metabolic syndrome—weight gain, met-
abolic disturbances, even cardiovascular 
disease. Certainly the reason why patients 
with either schizophrenia or bipolar disor-
der develop the syndrome can sometimes 
be blamed on the use of psychotropic med-
ications or on the pursuit of unhealthy life-
styles, Malla said. But in other instances, 
he suspects, the metabolic syndrome can 
be attributed to biological abnormali-
ties common to both schizophrenia and 
bipolar disorder. One possible candi-
date is a gene that codes for infl amma-
tory responses in the body, he noted. It 
was recently identifi ed in both bipolar and 
schizophrenia subjects.

G eneralized anxiety disorder (GAD) 
can be seen in all clinical settings, 
and in primary care, practitioners 

are usually good at identifying GAD 
patients, Richard Swinson, M.D., said at 
the annual meeting of the Canadian Psy-
chiatric Association in St. John’s, New-
foundland, in August.

“By the time [patients with GAD] 
see me, or other psychiatrists, they are 
longstanding worriers, that is, the more 
difficult cases,” said Swinson, a profes-
sor emeritus of psychiatry at McMas-
ter University and medical director of 
the Anxiety Treatment Research Cen-

“T he concept of resilience is becom-
ing a hot topic,” Donna Stewart, 
M.D., university professor and 

chair of women’s health at the University 
of Toronto, reported at the annual meeting 
of the Canadian Psychiatric Association in 
St. John’s, Newfoundland, in August. 

Oddgeir Friborg, Ph.D., a psycholo-
gist at the University of Tromso in Nor-
way, is a leading resilience researcher, said 
Stewart. He and his colleagues are test-
ing a Resilience Scale for Adults (RSA) 
to distinguish people who are emotion-
ally hardy and bounce back from adver-
sity from those who are more vulnerable 
and must struggle to regain their footing. 
The military is especially interested in 
this scale, Stewart said, since “posttrau-
matic stress disorder is an enormous prob-
lem for the military everywhere.”

Friborg and his colleagues also looked 
to see whether their RSA could predict 
subjects who may be more resilient to 
pain. It could, they reported in the August 
2006 Journal of Psychosomatic Research. 
They likewise developed an instru-
ment to measure resilience in adoles-
cents. They found that youth who scored 
higher on this instrument exhibited sig-
nifi cantly lower levels of depressive symp-
toms, even when controlling for gender, 
age, the number of stressful life events, 
and level of social anxiety. Their fi ndings 
were published in the January 2007 Clini-
cal Child Psychology and Psychiatry.

Meanwhile, resilience research is tak-
ing place at the Resilience Research Center 
in Halifax, Nova Scotia, Stewart reported. 

BY JOAN AREHART-TREICHEL

Resilience is becoming a major international research topic. For instance, 
children on various continents are being filmed to explore how they 
successfully cope with adversity.

Researchers Try to Assess
Dimensions of Resilience

It is under the direction of Michael Ungar, 
Ph.D., a professor of social work at Dal-
housie University. The center is bring-
ing together leaders in the fi eld of resil-
ience research from different disciplines 
and cultural backgrounds. They are using 
diverse approaches to study how children, 
adolescents, and families cope with various 
kinds of diversity.

For instance, the purpose of their Inter-
national Resilience Project is to develop 
a better, more culturally sensitive under-
standing of how youth around the world 
effectively cope with the adversities that 
they face. During the fi rst three years of 
the project, data from some 1,500 chil-
dren on fi ve continents will be collected 
and analyzed. Part of the data collection 
will consist of fi lming the children in their 
real-life settings to learn how they suc-
cessfully deal with poverty, war, violence, 
parental illness, or other misfortunes.

Some programs that are designed to make 
people hardier also look promising, Stew-
art reported. The Public Health Agency 
of Canada has a program called Nobody’s 
Perfect: Building Resiliency in Canadian 
Children for Over Twenty Years. For 20 
years now, through the program, parents of 

Another commonality between schizo-
phrenia and bipolar disorder is the diffi -
culty that patients with either disorder 
have in achieving a functional recovery, 
the speakers pointed out. True, more bipo-
lar patients than schizophrenia patients 
do recover, but nonetheless not all bipolar 
patients do, they said.

Finally, could it be that some patients 
who start off with bipolar disorder evolve 
into having schizophrenia? The speakers 
believed that this is a possibility.

Thus, as the case for an overlap between 
schizophrenia and bipolar illness grows, it 
raises questions about diagnosis. When 
should patients receive a diagnosis of 
schizophrenia? When should they receive 
a diagnosis of bipolar disorder? And how 
does a diagnosis of schizoaffective disorder 
fi t into the picture? There are no simple 
answers here, the speakers noted. 

Some audience members concurred. 
For instance, one reported that she has 
had great trouble determining whether 
mentally ill people in a homeless shelter 
have schizophrenia, bipolar disorder, or 
schizoaffective disorder, especially when 
they also abuse alcohol or use cocaine. ■

young children can meet together weekly 
to discuss their parenting concerns and to 
strength their parenting skills. In Australia, 
there is the Friends program, which aims to 
prevent childhood anxiety and depression 
by building emotional resilience in children. 
This cognitive-behavioral intervention can 
be applied in either a grade-school or a high-
school setting.

Programs such as these need to be rig-
orously evaluated, Stewart indicated, “and 
once we have found which are effective, 
make them more widely available.”

And as resilience research gains 
momentum, hopefully it will benefi t psy-
chiatric treatment as well, she added. For 
instance, it’s possible that psychiatrists 
might eventually be able to use a resil-
ience scale in their practices to help pre-
dict patient’s responses to treatment. ■

ter at St. Joseph’s Healthcare in Hamil-
ton, Ontario.

No matter the severity of GAD, there 
are effective treatments for it that can lead 
patients “to full recovery,” he said.

Three SSRI antidepressants and two 
SNRI antidepressants have been approved 
for treating GAD in Canada, he noted, 
and there is some evidence that anticon-
vulsants or antipsychotics can help GAD 
patients. At fi rst antipsychotics were used 
as SSRI augmenters for GAD, but a recent 
approach is to use them as monotherapy, 
and that has been found useful in clinical 
studies, he said.

Several Strategies Successful 
For Treating Anxiety Disorders
CBT can benefit patients with generalized anxiety disorder. For patients 
who have both anxiety and depression, the best strategy is to place them 
on medications first, and then add CBT later.

BY JOAN AREHART-TREICHEL

Cognitive-behavioral therapy (CBT) 
can also benefi t GAD patients, Swin-
son noted. He said a good resource in 
this area is Michel Dugas, Ph.D., direc-
tor of the anxiety disorders laboratory 
at Concordia University in Montreal.  
Over the past 16 years, Dugas has con-
ducted research on the origins of GAD 
and has developed a CBT treatment for 
it, which has been validated in a number 
of trials. Dugas has also written a book 
called Cognitive-Behavioral Treatment for 
Generalized Anxiety Disorder: From Science 
to Practice, which provides a step-by-step 
treatment of GAD.

For patients who have both GAD and 
depression, the best strategy is to place 
them on medications fi rst and then to add 
CBT later, Swinson advised. The com-
bination strategy should help alleviate 
both their anxiety and their depression, 
he indicated.

Other common comorbid conditions 
for GAD include another anxiety disorder, 
alcohol abuse, personality disorders, and 
bipolar disorder, Swinson pointed out. ■
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Regulatory Briefs 
• The Food and Drug Administra-
tion (FDA) is requiring manufacturers 
to add a precaution on the labels of all 
antipsychotics about the risks of leuko-
penia, neutropenia, and agranulocyto-
sis associated with the entire drug class. 
These adverse events related to white-
blood-cell counts have been reported to 
the agency in clinical trials or postmar-
keting reports. Patients with an already 
low white blood-cell count and a history 
of drug-induced leucopenia/neutrope-
nia may be at a higher risk for developing 
such problems if they are taking antipsy-
chotics. Clinicians should carefully mon-
itor patients for symptoms of infection 
if neutropenia develops and discontinue 
the drug if neutrophil count falls below 
1000/mm3. The labeling change applies 
to both fi rst- and second-generation anti-
psychotics. 

The FDA labeling changes are posted 
at <www.fda.gov/safety/medwatch/safety
information/ucm172740.htm>.

• The FDA and the European Medi-
cines Agency have launched a collab-
orative initiative to share standards and 
information for the regulation of clini-
cal-trial practices, the FDA announced 
on August 3. The initiative includes 
sharing the agencies’ reports from rou-
tine inspection and monitoring of clini-
cal-trial sites, streamlining procedures, 
and communicating regulatory legis-
lation and guidelines with each other. 
As more pharmaceutical and medical-
device companies conduct global tri-
als and seek marketing approval with 
clinical data collected abroad, the two 
agencies hope to share the inspection 
resources in monitoring compliance 
and assessing ethical conduct of clini-
cal trials. 

• The FDA approved paliperidone 
extended-release oral tablets for acute 
treatment of schizoaffective disor-
der as either monotherapy or adjunc-
tive therapy to mood stabilizers and/
or antidepressants, according to a July 
31 announcement by Ortho-McNeil-
Janssen Pharmaceuticals, a subsidiary 
of Johnson and Johnson. Two random-
ized, double-blind, placebo-controlled 
trials were conducted in patients with 
schizoaffective disorder for six weeks to 
support the approval.

In these trials patients either received 
paliperidone alone or were given pali-
peridone along with a mood stabi-
lizer with or without an antidepressant. 
Patients on a dosage of 12 mg/day (with 
the option of reducing to 9 mg/day) of 
paliperidone showed statistically signifi -
cant improvement over placebo patients 
on Positive and Negative Syndrome Scale 
(PANSS) total scores. A lower dosage 
(6 mg/day with the option of reducing to 
3 mg/day) did not achieve signifi cant dif-
ference in PANSS total score between 
the active treatment and placebo groups. 
Paliperidone had already been approved 
for acute and maintenance treatment of 
schizophrenia. It is currently the only 
medication carrying the approved indica-
tion for schizoaffective disorder. 

The approved prescribing informa-
tion for paliperidone tablets is posted 
at <www.invega.com/invega/shared/pi/
invega.pdf>.

• The FDA has approved the once-
monthly, long-acting formulation of pali-
peridone palmitate injection for acute and 
maintenance treatment of schizophrenia, 
Ortho-McNeil-Janssen announced on 
August 4. The approval was based on four 
short-term clinical studies and one long-

term study in which paliperidone palmi-
tate was compared with placebo. In this 
formulation, paliperidone comes in pre-
fi lled syringes, and the fi rst two intra-
muscular injections should be adminis-
tered one week apart, followed by monthly 
injections thereafter. The company also 
manufactures risperidone long-acting 
injection, which is dosed once every two 
weeks. On August 27 Johnson and John-
son announced its decision to terminate 
the development of a once-every-four-
week formulation of risperidone. 

The approved prescribing informa-
tion for paliperidone palmitate injection is 
posted at <www.invegasustenna.com/invega
sustenna/shared/pi/invegasustenna.pdf>.

• The FDA has approved guanfacine 
extended-release tablets for the treat-
ment of attention-defi cit/hyperactivity 
disorder (ADHD) in children and adoles-
cents aged 6 to 17, Shire announced on 
September 3. Also used to treat hyper-
tension, guanfacine is an alpha2A adren-
ergic receptor agonist. Shire developed 
this once-daily formulation specifi cally 
for the treatment of ADHD. The prod-
uct, which is being marketed under the 
brand name of Intuniv, will not be a con-
trolled medication. 

In two randomized, double-blind, pla-
cebo-controlled clinical trials, children 
and adolescents treated with guanfacine 
improved in ADHD Rating Scale-IV total 
scores from baseline, and the difference 
between the active drug and placebo was 
statistically signifi cant. The most common 
adverse events seen in the trials included som-
nolence, headache, fatigue, upper abdominal 
pain, and sedation. Adverse effects related 
to alpha agonists, such as hypotension, bra-
dycardia, and syncope, were also observed 
in some patients. Prescribers are urged to 
assess patients’ heart rate and blood pressure 
before starting the medication, followed by 
periodic monitoring. 

Industry Briefs
• Labopharm Inc., a Canadian company, 
said on August 25 that the FDA accepted 
its response to a previous letter the agency 
had issued regarding the company’s tra-
zodone extended-release tablets, a once-
daily formulation of the fi rst-generation 
antidepressant developed by the company 
and currently awaiting FDA marketing 
approval. According to the company, the 
agency’s letter had initially rejected the 
new drug application because of defi cien-
cies discovered at a manufacturing plant 
but cited no safety or effi cacy concerns 
about the medication. A fi nal decision on 
the application will be made by Febru-
ary 2010. 

• Dainippon Sumitomo Pharma, a Japa-
nese pharmaceutical company, announced 
on August 26 positive results from a phase 
3 clinical trial of lurasidone, a second-gen-
eration antipsychotic in development. Lur-
asidone binds to dopamine D2, serotonin 
5-HT7, 5-HT2A, 5-HT1A, and noradrena-
lin alpha2c receptors. In the randomized, 
double-blind, controlled trial, 478 patients 
with schizophrenia were given lurasidone 
40 mg/day or 120 mg/day, placebo, or olan-
zapine 15 mg/day for six weeks. Olanzap-
ine was included as an active comparator to 
determine whether the trial was conducted 
with enough sensitivity to be able to detect 
a difference between active treatment and 
the placebo effect.

At both dosage levels, lurasidone 
was more effective in reducing patients’ 
psychotic symptoms as measured by the 
PANSS total score. Lurasidone did not 
beat olanzapine in the primary efficacy 
endpoint. The most common adverse 
events associated with lurasidone were 
akathisia, somnolence, sedation, extra-
pyramidal effects, nausea, and dystonia. 
The median weight gain after the six-
week study was 0.9 kg in the 40 mg/day 
lurasidone group, 0.5 kg in the 120 mg/
day group, 0 kg in the placebo group, 
and 3.1 kg in the olanzapine group. The 
company said it plans to file a new drug 
application for lurasidone with the FDA 
in early 2010. 

• The investigational drug pimavanse-
rin, which is being studied for Parkinson’s 
disease psychosis, failed to meet the pri-
mary effi cacy endpoint in a phase 3 trial 
conducted by its maker, Acadia Pharma-
ceuticals, according to a September 1 com-
pany announcement. In a double-blind, 
placebo-controlled trial, 298 patients 
diagnosed with psychosis related to Par-
kinson’s disease were randomly assigned 
to pimavanserin 10 mg/day or 40 mg/day 
or to placebo. After six weeks of treatment, 
symptoms improved from baseline in all 
three groups, as indicated by the Scale 
for the Assessment of Positive Symptoms 
(SAPS) score. The SAPS score decreased 
by 5.8 points and 6.7 points in the pima-
vanserin 10 mg and 40 mg groups, respec-
tively. Neither change differed signifi -
cantly from the 5.9-point reduction in the 
placebo group. 

Pimavanserin is a serotonin 5-HT2A 
receptor inverse agonist being developed 
for psychosis associated with Parkinson’s 
and Alzheimer’s diseases. The company 
said it plans to continue the phase 3 
development. ■

BY JOAN AREHART-TREICHEL

Survey Reveals Psychopathology
Of Many Arsonists
Arsonists tend to engage not only in fire setting, but also in a wide swath 
of other antisocial behaviors, such as assault, robbery, rape, weapon use, 
and cruelty to animals.

A lthough adult arsonists can cause 
a devastating loss in property and 
lives, very little is known about 

them.
However, the 2001-2002 National Epi-

demiologic Survey on Alcohol and Related 
Conditions, a nationally representative 
sample of some 43,000 Americans aged 18 
or older, gave some scientists an unprec-
edented opportunity to learn more about 
adult arsonists because one of the many 
questions asked of those surveyed was the 
following: “In your entire life, did you ever 
start a fi re on purpose to destroy someone 
else’s property or just to see it burn?”

Out of the approximately 43,000 sur-
vey respondents, some 400 individuals 
answered yes to this question, the scien-

tists reported online July 10 in Comprehen-
sive Psychiatry. Thus, extrapolating from 
this fi nding, it looks as if arsonists consti-
tute 1 percent of the U.S. population.

Moreover, by comparing survey 
responses from the individuals who 
reported having intentionally started fi res 
with those from the individuals who had 
not, the scientists were able to glean some 
valuable insights into adult arsonists.

• They tend to be male, white, 18 to 35 
years old, and living in the West of the 
United States, but not of any particu-
lar income, educational level, or mari-
tal status.

• “One of the more surprising results please see Arsonists on page 44

demographically was that [U.S.-born] 
Americans are approximately two and a 
half times more likely than foreign-born 
Americans to set fi res,” the lead investiga-
tor, Michael Vaughn, Ph.D., told Psychi-
atric News. Vaughn is an assistant profes-
sor in St. Louis University’s Department 
of Public Policy Studies.

• Arsonists are 12 times more likely to 
have antisocial personality disorder than 
are people who do not set fi res. They tend 
to engage not only in fi re setting but in a 
wide swath of other antisocial behaviors, 
such as assault, robbery, rape, weapon use, 
and cruelty to animals. They often come 
from antisocial families. They often have 
obsessive-compulsive personality disor-
der, alcohol use disorder, and/or marijuana 
use disorder.

“I expect the study findings will be 
of interest not only to the psychiatric 
community, but also to insurance-com-
pany personnel, municipal firefighters, 
and other entities affected by the seri-
ous costs associated with arson,” Vaughn 
noted. For instance, their findings might 
help the police better profile arsonists. 
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also found in the groups when you looked 
at them separately—in both [the prodro-
mal and schizophrenia] groups, worsen-
ing delusions were associated with greater 
hyperactivity.

“Moreover, in the prodromal group, 
hyperactivity also tracked positively with 
avolition and social withdrawal,” Schobel 
said. The latter are negative symptoms 
associated with worsening outcome. 

The fi ndings are an important fi rst step 
in the effort to prevent schizophrenia or to 
more rapidly treat those who do experience 
a fi rst-episode of psychosis. 

In a statement released by Columbia 
University announcing the study, Jeffrey 
Lieberman, M.D., who is leading a new 

Brain MRI
continued from page 27

effort at the National Institute of Mental 
Health to develop optimal treatments for 
fi rst-episode psychosis, cited the benefi ts 
of early intervention. 

“Research has shown that early inter-
vention and treatment can prevent the 
debilitating effects of schizophrenia by 
dramatically slowing progression, reduc-
ing mortality and disability, and increasing 
recovery of one of mankind’s most costly 
mental disorders,” said Lieberman, who is 
Lawrence E. Kolb Professor and chair of 
the Department of Psychiatry at Columbia 
University and director of the New York 
State Psychiatric Institute.

An abstract of “Differential Targeting of 
the CA1 Subfi eld of the Hippocampal For-
mation by Schizophrenia and Related Dis-
orders” is posted at <http://archpsyc.ama-
assn.org/cgi/content/abstract/66/9/938>.  ■

clinical & research news

Readers are invited to submit letters not 
more than 500 words long for possible 
publication. Psychiatric News reserves the 
right to edit letters and to publish them in 
all editions, print, electronic, or other media. 
Receipt of letters is not acknowledged. 
Letters should be sent by mail to Psychi-
atric News, APA, Suite 1825, 1000 Wilson 
Boulevard, Arlington, Va. 22209 or by e-mail 
to pnews@psych.org. Clinical opinions 
are not peer reviewed and thus should be 
independently verifi ed.

letters to the editor

T hank you for the thoughtful and com-
prehensive review of the presidential 

symposium in the article “Experts Call for 
New Ways to Collaborate With Pharma” 
in the July 3 issue. For one who wasn’t at 
APA’s 2009 annual meeting, what was con-
veyed was informative and encouraging. I 
have found it interesting that in my new 
part-time work as a prison psychiatrist, I 
have found the use of older antidepressants 

We Need to Go Back

I was delighted to see so many of my old 
friends nominated to lead APA (see arti-

cle on page 1). But if that is a pleasure for 
me, it is a problem for our Association. I 
hope that some of our younger members 
will seize the opportunity to be petition 
candidates in our next election. Back in the 
Cro-Magnon era, I myself ran as a peti-
tion candidate for both Area trustee and 
vice president. Back then I thought APA 
needed new leadership, and I think we 
need it now.

ALAN A. STONE, M.D.
Cambridge, Mass.

Editor’s note: The deadline for petition candi-
dates is October 15. More information is avail-
able by contacting Ricardo Juarez at rjuarez@
psych.org or (703) 907- 8527.

New Blood Needed?

and antipsychotics to be generally quite 
satisfactory in many cases.

I would like to make an additional point. 
It is clear that our fi eld has become more 
biological, and more and more psychia-
trists tend to do 15-minute med checks. As 
Dr. Steven Sharfstein once said during his 
presidency, the biopsychosocial model has 
become the bio-bio-bio model. My sense 
is that the strong infl uence of pharma was 
one of the major factors, in addition to 
managed care and reimbursement issues, 
that led to this change. I doubt that just 
changing our relationship to pharma will 
head us back in the other direction. What 
can we now do to reestablish us as biopsy-
chosocial psychiatrists?

H. STEVEN MOFFIC, M.D.
Milwaukee, Wis.

government news
Home Visitation
continued from page 9

quently touted as a way to prevent parental 
child abuse and neglect.

That laudable goal has led more than 
40 state governments to fund various 
types of voluntary home-visitation pro-
grams that serve up to 500,000 children 
and their parents every year, according 
to research estimates. McDermott said, 
however, that those served are only 15 
percent of the population that needs 
such assistance.

McDermott sponsored a bill (HR 
2667) to fund home visitation earlier this 

year, but it never advanced. Similar legis-
lation sponsored by Sen. Robert Menen-
dez (D-N.J.) also stalled. However, much 
of the language from the McDermott leg-
islation was rolled into the massive health 
care reform bill (HR 3200) approved in 
July by three House of Representatives 
committees.

The push for the federal funding 
through the health reform bill—$750 mil-
lion in the fi rst fi ve years—stems from the 
contention by visitation advocates that a 
massive boost is needed to reach millions 
of children at risk for abuse. 

President Obama’s proposed budget also 
requests $8.6 billion for such programs, but 
congressional Democrats dropped the pro-
gram from their budget bills.

Unintended Consequences Feared
Critics of the home-visitation program 

said they support the goal of reduced child 
abuse but worry that the “voluntary” pro-
visions are poorly defi ned and thus could 
easily morph into a mandatory program 
for many parents, including those who 
home-school their children.

“Once the federal government gives 
the money to the states, there is no over-
sight or even mandate that states make sure 
the programs are voluntary,” maintained 
Will Estrada, director of federal rela-
tions for the Home School Legal Defense 
Association. He and other critics note that 
although the current legislation describes 
the programs as voluntary, the language 
does not specify whether they remain vol-
untary if a parent changes his or her mind 
after agreeing to participate.

“If families want to choose these pro-
grams, that’s great. But if you have to 
let a government offi cial in to teach you 
how to raise your children and to mon-
itor that your children are developing, 
then you could easily lose control of your 
children and have them taken away,” 
Estrada said.

The nonspecifi c language leaves ample 
room for “mission creep” of home-visita-
tion programs to require participation of 
large swaths of the public eventually, said 
Stephen Krason, Ph.D., president of the 
Society of Catholic Social Scientists.

“It’s valid to be concerned that some-
thing that appears to be voluntary can 
evolve to be mandatory,” Krason said.

McDermott’s offi ce did not respond to 
requests for comment from Psychiatric News 
about the potential for abuse in the program.

Solving a Problem?
Supporters of home visitation maintain 

the programs effectively address a grow-
ing problem.

“The increase of child abuse and neglect 
cases . . . is a sobering sign that our efforts 
to date are insuffi cient,” said Joan Sharp, 
executive director of the Council for Chil-
dren and Families, at a congressional hear-
ing in June on federal support for home-
visitation programs.

However, research on home-visita-
tion programs generally has found that 
the programs do not achieve the highly 
touted goal of preventing child abuse or 
neglect, according to researchers who have 
reviewed the studies on home visitation.

“Of those programs that look at child 
abuse and neglect directly (i.e., substanti-
ated cases), only a few have reduced child 
abuse and neglect,” said Jeanne Brooks-
Gunn, Ph.D., at the congressional hearing. 
She is a professor of child development at 
the Teachers College and College of Phy-
sicians and Surgeons at Columbia Univer-
sity who supports home visitation.

Others are supportive of the goals of 
the program, even as they question the 
premise that efforts are needed to prevent 
a nationwide wave of parental child abuse.

Richard Wexler, executive director of 
National Coalition for Child Protection 
Reform, highlighted the fi ndings of home-
visitation researchers that child maltreat-
ment is relatively rare in the general popu-
lation, which runs counter to suggestions 
of an abuse epidemic.

Access
continued from page 9

had experienced one of the medication-
access problems. 

They also found that the mean pre-
dicted probability of visiting an emer-
gency department was .41 for patients with 
an access issue and .27 for those with no 
access issue. 

Does the study, which looked at the fi rst 
12 months after the initiation of the Part D 
program in 2006, suggest anything about 
the program today? 

“One might expect access problems to be 
lower after the fi rst year and the initial transi-
tions,” Huskamp told Psychiatric News. “How-
ever, each year since then, a large number of 
dual eligibles (for example, over 1 million for 
2007 and over 2 million for 2008) were re-
randomized to plans when the new year’s 
premium for the plan they were enrolled in 
exceeded the benchmark for dual-eligible 
plans. Because of the re-randomization, one 
would expect a higher rate of medication-
access problems for these individuals. 

“Thus, medication-access issues due 
to plan switching or changes in plan 
coverage rules are likely to still be an 
issue for a large number of dual eligi-
bles,” she said.

“Part D and Dually Eligible Pa-
tients With Mental Illness: Medica-
tion-Access Problems and Use of In-
tensive Services” is posted at <http://
psychservices.psychiatryonline.org/cgi/
content/full/60/9/1169#T1>. ■

“That’s worth remembering amid the 
hype about an ‘epidemic of child abuse’ 
and all the damage that hype can do to 
children, as well as helping to explain why 
any reduction in maltreatment caused by 
home visiting will be hard to detect,” 
Wexler said.

Information on the visitation bills can 
be accessed at <http://Thomas.loc.gov> by 
searching on the bill numbers, HR 2667 
and S 1267>. ■

quickly expand the use of those approaches 
throughout Medicare.

Mental health advocates also remained 
very optimistic about enactment of a 
health care overhaul before Congress 
adjourns for the year.

Rep. Patrick Kennedy (D-R.I.) told 
congressional staffers and advocates that 
the public would become more support-
ive of reform if it was framed as a way 
to expand Americans’ freedom to obtain 
needed care and independence from 
the burden of untreated illness. Advo-
cates should stress that the lives of all 
Americans would be improved by hav-
ing access to high-quality medical care, 
he suggested.

“We’re going to defi ne health care in 
the broadest sense so that [Americans] are 
able to live long lives that are not impeded 
in any way,” Kennedy said.

Information on the Alliance for Health 
Reform forum is posted at <www.kff.org/
ahr090409video.cfm>. ■

Health Reform
continued from page 10



Treat core symptoms1,2 
of Major Depressive Disorder (MDD) & 

Generalized Anxiety Disorder (GAD)

WARNING: SUICIDALITY AND ANTIDEPRESSANT DRUGS 

Antidepressants increased the risk compared to placebo of suicidal thinking and behavior (suicidality) in children, 
adolescents, and young adults in short-term studies of major depressive disorder (MDD) and other psychiatric 
disorders. Anyone considering the use of Lexapro or any other antidepressant in a child, adolescent or young 
adult must balance this risk with the clinical need. Short-term studies did not show an increase in the risk of 
suicidality with antidepressants compared to placebo in adults beyond age 24; there was a reduction in risk with 
antidepressants compared to placebo in adults aged 65 and older. Depression and certain other psychiatric 
disorders are themselves associated with increases in the risk of suicide. Patients of all ages who are started on 
antidepressant therapy should be monitored appropriately and observed closely for clinical worsening, suicidality, 
or unusual changes in behavior. Families and caregivers should be advised of the need for close observation and 
communication with the prescriber. Lexapro is not approved for use in pediatric patients less than 12 years of age.

Please see additional Important Safety Information on following pages. 

Lexapro (escitalopram oxalate) is indicated for the acute and 
maintenance treatment of major depressive disorder (MDD) in adults 
and adolescents aged 12-17 years. Lexapro is also indicated for the 
acute treatment of generalized anxiety disorder (GAD) in adults. 
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See the effect of LEXAPRO

Proven effi cacy 
in MDD and GAD
in adults.1-3

• Signifi cantly higher rates of response and remission vs placebo in adults2,4

•  Signifi cantly improved quality-of-life (QOL) scores vs placebo in adults1,2

IMPORTANT SAFETY INFORMATION (continued)

Contraindications

 Lexapro is contraindicated in patients taking monoamine • 
oxidase inhibitors (MAOIs). There have been reports of 
serious, sometimes fatal, reactions with some cases 
resembling neuroleptic malignant syndrome (NMS) and 
serotonin syndrome. Features may include hyperthermia, 
rigidity, myoclonus, autonomic instability with possible 
rapid fl uctuations of vital signs, and mental status changes 
that include extreme agitation progressing to delirium 
and coma. These reactions have also been reported in 
patients who have recently discontinued SSRI treatment 
and have been started on an MAOI. Serotonin syndrome 
was reported for two patients who were concomitantly 
receiving linezolid, an antibiotic which has MAOI activity. 
Lexapro should not be used in combination with an MAOI 
or within 14 days of discontinuing an MAOI. MAOIs should 
not be initiated within 14 days of discontinuing Lexapro. 

 Lexapro is contraindicated in patients taking pimozide or • 
with hypersensitivity to escitalopram or citalopram. 

Warnings and Precautions

 All patients treated with antidepressants should be • 
monitored appropriately and observed closely for clinical 
worsening, suicidality and unusual changes in behavior, 
especially within the fi rst few months of treatment 
or when changing the dose. Consideration should be 
given to changing the therapeutic regimen, including 
discontinuing medication, in patients whose depression 
is persistently worse, 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. Families and 
caregivers of patients treated with antidepressants 
should be alerted about the need to monitor patients 
daily for the emergence of agitation, irritability, unusual 
changes in behavior, or the emergence of suicidality, 
and report such symptoms immediately. Prescriptions 
for Lexapro should be written for the smallest quantity 
of tablets, consistent with good patient management, in 
order to reduce the risk of overdose. 

Lexapro (escitalopram oxalate) is indicated for the acute and maintenance treatment of major depressive disorder (MDD) 
in adults and adolescents aged 12-17 years. Lexapro is also indicated for the acute treatment of generalized anxiety 
disorder (GAD) in adults. 
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• Prescribed to over 18 million US patients5

• Widely available on health plan formularies without restrictions6

 A major depressive episode may be the initial presentation • 
of bipolar disorder. In patients at risk for bipolar disorder, 
treating such an episode with an antidepressant alone 
may increase the likelihood of precipitating a mixed/
manic episode. Prior to initiating treatment with an 
antidepressant, patients should be adequately screened 
to determine if they are at risk for bipolar disorder. 
Lexapro should be used cautiously in patients with a 
history of mania or seizure disorder. Lexapro is not 
approved for use in treating bipolar depression.  

 The concomitant use of Lexapro with other SSRIs, SNRIs, • 
triptans, tryptophan, antipsychotics or other dopamine 
antagonists is not recommended due to potential 
development of life-threatening serotonin syndrome or 
neuroleptic malignant syndrome (NMS)-like reactions. 
Reactions have been reported with SNRIs and SSRIs 
alone, including Lexapro, but particularly with drugs 
that impair metabolism of serotonin (including MAOIs). 
Management of these events should include immediate 
discontinuation of Lexapro and the concomitant agent 
and continued monitoring.  

 Patients should be monitored for adverse reactions when • 
discontinuing treatment with Lexapro. During marketing 
of Lexapro and other SSRIs and SNRIs, there have 
been spontaneous reports of adverse events occurring 
upon discontinuation, including dysphoric mood, 
irritability, agitation, dizziness, sensory disturbances 
(e.g., paresthesias), anxiety, confusion, headache, 
lethargy, emotional lability, insomnia and hypomania. 
A gradual dose reduction rather than abrupt cessation is 
recommended whenever possible.

Please see additional Important Safety Information
on next page. 

Visit the LEXAPRO website at www.lexapro.com

ALSO 

FDA APPROVED 

for MDD in adolescents

aged 12 to 17 3
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LEXAPRO® (escitalopram oxalate) TABLETS/ORAL SOLUTION Rx Only
Brief Summary: For complete details, please see full Prescribing Information for Lexapro. 
WARNINGS: SUICIDALITY AND ANTIDEPRESSANT DRUGS
Antidepressants increased the risk compared to placebo of suicidal thinking and behavior (suicidality) in
children, adolescents, and young adults in short-term studies of major depressive disorder (MDD) and
other psychiatric disorders. Anyone considering the use of Lexapro or any other antidepressant in a
child, adolescent, or young adult must balance this risk with the clinical need. Short-term studies did not
show an increase in the risk of suicidality with antidepressants compared to placebo in adults beyond
age 24; there was a reduction in risk with antidepressants compared to placebo in adults aged 65 and
older. Depression and certain other psychiatric disorders are themselves associated with increases in
the risk of suicide. Patients of all ages who are started on anti depressant therapy should be monitored
appropriately and observed closely for clinical worsening, suicidality, or unusual changes in behavior.
Families and caregivers should be advised of the need for close observation and communication with the
prescriber. Lexapro is not approved for use in pediatric patients less than 12 years of age. [See Warnings
and Precautions: Clinical Worsening and Suicide Risk, Patient Counseling Information: Information for
Patients, and Used in Specific Populations: Pediatric Use].

INDICATIONS AND USAGE: Major Depressive Disorder-Lexapro (escitalopram) is indicated for the acute
and maintenance treatment of major depressive disorder in adults and in adolescents 12 to 17 years of age
[see Clinical tudies]. A major depressive episode (DSM-IV) implies a prominent and relatively persistent
(nearly every day for at least 2 weeks) depressed or dysphoric mood that usually interferes with daily func-
tioning, and includes at least five of the following nine symptoms: depressed mood, loss of interest in usual
activities, significant change in weight and/or appetite, insomnia or hypersomnia, psychomotor agitation or
retardation, increased fatigue, feelings of guilt or worthlessness, slowed thinking or impaired concentration,
a suicide attempt or suicidal ideation. Generalized Anxiety Disorder-Lexapro is indicated for the acute treat-
ment of Generalized Anxiety Disorder (GAD) in adults [see Clinical Studies]. Generalized Anxiety Disorder
(DSM-IV) is characterized by excessive anxiety and worry (apprehensive expectation) that is persistent for 
at least 6 months and which the person finds difficult to control. It must be associated with at least 3 of 
the following symptoms: restlessness or feeling keyed up or on edge, being easily fatigued, difficulty 
concentrating or mind going blank, irritability, muscle tension, and sleep disturbance. 
CONTRAINDICATIONS: Monoamine oxidase inhibitors (MAOIs)-Concomitant use in patients taking
monoamine oxidase inhibitors (MAOIs) is contraindicated [see Warnings and Precautions]. Pimozide-
Concomitant use in patients taking pimozide is contraindicated [see Drug Interactions]. Hypersensitivity to
escitalopram or citalopram-Lexapro is contraindicated in patients with a hypersensitivity to escitalopram or
citalopram or any of the inactive ingredients in Lexapro. 
WARNINGS AND PRECAUTIONS: Clinical Worsening and Suicide Risk-Patients with major depressive dis-
order (MDD), both adult and pediatric, may experience worsening of their depression and/or the emergence
of suicidal ideation and behavior (suicidality) or unusual changes in behavior, whether or not they are taking
antidepressant medications, and this risk may persist until significant remission occurs. Suicide is a known
risk of depression and certain other psychiatric disorders, and these disorders themselves are the strongest
predictors of suicide. There has been a long-standing concern, however, that antidepressants may have a role
in inducing worsening of depression and the emergence of suicidality in certain patients during the early
phases of treatment. Pooled analyses of short-term placebo-controlled trials of antidepressant drugs (SSRIs
and others) showed that these drugs increase the risk of suicidal thinking and behavior (suicidality) in 
children, adolescents, and young adults (ages 18-24) with major depressive disorder (MDD) and other 
psychiatric disorders. Short-term studies did not show an increase in the risk of suicidality with antidepres-
sants compared to placebo in adults beyond age 24; there was a reduction with anti depressants compared
to placebo in adults aged 65 and older. The pooled analyses of placebo-controlled trials in children and 
adolescents with MDD, obsessive compulsive disorder (OCD), or other psychiatric disorders included a total
of 24 short-term trials of 9 antidepressant drugs in over 4400 patients. The pooled analyses of placebo-
controlled trials in adults with MDD or other psychiatric disorders included a total of 295 short-term trials
(median duration of 2 months) of 11 antidepressant drugs in over 77,000 patients. There was considerable 
variation in risk of suicidality among drugs, but a tendency toward an increase in the younger patients for
almost all drugs studied. There were differences in absolute risk of suicidality across the different indications,
with the highest incidence in MDD. The risk differences (drug vs. placebo), however, were relatively stable
within age strata and across indications. These risk differences (drug-placebo difference in the number of
cases of suicidality per 1000 patients treated) are provided in Table 1.

TABLE 1
Age Range Drug-Placebo Difference in Number of Cases 

of Suicidality per 1000 Patients Treated
Increases Compared to Placebo

<18 14 additional cases
18-24 5 additional cases 

Decreases Compared to Placebo 
25-64 1 fewer case 

65 6 fewer cases 

No suicides occurred in any of the pediatric trials. There were suicides in the adult trials, but the 
number was not sufficient to reach any conclusion about drug effect on suicide. It is unknown whether the
suicidality risk extends to longer-term use, i.e., beyond several months. However, there is substantial evi-
dence from placebo-controlled maintenance trials in adults with depression that the use of antidepressants
can delay the recurrence of depression. All patients being treated with antidepressants for any indication
should be monitored appropriately and observed closely for clinical worsening, suicidality, and unusual
changes in behavior, especially during the initial few months of a course of drug therapy, or at times of dose
changes, either increases or decreases. The following symptoms, anxiety, agitation, panic attacks, insomnia,
irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, and
mania, have been reported in adult and pediatric patients being treated with antidepressants for major
depressive disorder as well as for other indications, both psychiatric and nonpsychiatric. Although a causal
link between the emergence of such symptoms and either the worsening of depression and/or the emergence
of suicidal impulses has not been established, there is concern that such symptoms may represent precur-
sors 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 expe-
riencing 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 symp-
toms. If the decision has been made to discontinue treatment, medication should be tapered, as rapidly as is
feasible, but with recognition that abrupt discontinuation can be associated with certain symptoms [see
Dosage and Administration]. Families and caregivers of patients being treated with antidepressants for major
depressive disorder or other indications, both psychiatric and nonpsychiatric, should be alerted about the
need to monitor patients for the emergence of agitation, irritability, unusual changes in behavior, and the
other symptoms described above, as well as the emergence of suicidality, and to report such symptoms
immediately to health care providers. Such monitoring should include daily observation by families and 
caregivers [see also Patient Counseling Information]. Prescriptions for Lexapro should be written for the
smallest quantity of tablets consistent with good patient management, in order to reduce the risk of over-
dose. Screening Patients for Bipolar Disorder-A major depressive episode may be the initial presentation of
bipolar disorder. It is generally believed (though not established in controlled trials) that treating such an
episode with an antidepressant alone may increase the likelihood of precipitation of a mixed/manic episode
in patients at risk for bipolar disorder. Whether any of the symptoms described above represent such a 
conversion is unknown. However, prior to initiating treatment with an antidepressant, patients with depres-
sive symptoms should be adequately screened to determine if they are at risk for bipolar disorder; such
screening should include a detailed psychiatric history, including a family history of suicide, bipolar disorder,
and depression. It should be noted that Lexapro is not approved for use in treating bipolar depression.
Serotonin Syndrome or Neuroleptic Malignant Syndrome (NMS)-like Reactions-The development of 
a potentially life-threatening serotonin syndrome or Neuroleptic Malignant Syndrome (NMS)-like reactions
have been reported with SNRIs and SSRIs alone, including Lexapro treatment, but particularly with concomi-
tant use of serotonergic drugs (including triptans) with drugs which impair metabolism of serotonin
(including MAOIs), or with anti psychotics or other dopamine antagonists. Serotonin syndrome symptoms
may include mental status changes (e.g., agitation, hallucinations, coma), autonomic instability (e.g., tachy-
cardia, labile blood pressure, hyperthermia), neuromuscular aberrations (e.g., hyperreflexia, incoordination)
and/or gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea). Serotonin syndrome, in its most severe
form can resemble neuroleptic malignant syndrome, which includes hyperthermia, muscle rigidity, autonomic
instability with possible rapid fluctuation of vital signs, and mental status changes. Patients should be moni-
tored for the emergence of serotonin syndrome or NMS-like signs and symptoms. The concomitant use of
Lexapro with MAOIs intended to treat depression is contraindicated. If concomitant treatment of Lexapro with
a 5-hydroxytryptamine receptor agonist (triptan) is clinically warranted, careful observation of the patient is
advised, particularly during treatment initiation and dose increases. The concomitant use of Lexapro with sero-

tonin precursors (such as tryptophan) is not recommended. Treatment with Lexapro and any concomitant
serotonergic or antidopaminergic agents, including antipsychotics, should be discontinued immediately if the
above events occur and supportive symptomatic treatment should be initiated. Discontinuation of Treatment
with Lexapro-During marketing of Lexapro and other SSRIs and SNRIs (serotonin and norepinephrine reup-
take inhibitors), there have been spontaneous reports of adverse events occurring upon discontinuation of
these drugs, particularly when abrupt, including the following: dysphoric mood, irritability, agitation, dizzi-
ness, sensory disturbances (e.g., paresthesias such as electric shock sensations), anxiety, confusion,
headache, lethargy, emotional lability, insomnia, and hypomania. While these events are generally self-limit-
ing, there have been reports of serious discontinuation symptoms. Patients should be monitored for these
symptoms when discontinuing treatment with Lexapro. A gradual reduction in the dose rather than abrupt
cessation is recommended whenever possible. If intolerable symptoms occur following a decrease in the
dose or upon discontinuation of treatment, then resuming the previously prescribed dose may be consid-
ered. Subsequently, the physician may continue decreasing the dose but at a more gradual rate [see Dosage
and Administration]. Seizures-Although anticonvulsant effects of racemic citalopram have been observed in
animal studies, Lexapro has not been systematically evaluated in patients with a seizure disorder. These
patients were excluded from clinical studies during the product’s premarketing testing. In clinical trials of
Lexapro, cases of convulsion have been reported in association with Lexapro treatment. Like other drugs
effective in the treatment of major depressive disorder, Lexapro should be introduced with care in patients
with a history of seizure disorder. Activation of Mania/Hypomania-In placebo-controlled trials of Lexapro in
major depressive disorder, activation of mania/hypomania was reported in one (0.1%) of 715 patients treat-
ed with Lexapro and in none of the 592 patients treated with placebo. One additional case of hypomania has
been reported in association with Lexapro treatment. Activation of mania/hypomania has also been reported
in a small proportion of patients with major affective disorders treated with racemic citalopram and other
marketed drugs effective in the treatment of major depressive disorder. As with all drugs effective in the treat-
ment of major depressive disorder, Lexapro should be used cautiously in patients with a history of mania.
Hyponatremia-Hyponatremia may occur as a result of treatment with SSRIs and SNRIs, including Lexapro.
In many cases, this hyponatremia appears to be the result of the syndrome of inappropriate antidiuretic hor-
mone secretion (SIADH), and was reversible when Lexapro was discontinued. Cases with serum sodium
lower than 110 mmol/L have been reported. Elderly patients may be at greater risk of developing hypona-
tremia with SSRIs and SNRIs. Also, patients taking diuretics or who are otherwise volume depleted may be
at greater risk [see Geriatric Use]. Discontinuation of Lexapro should be considered in patients with symp-
tomatic hyponatremia and appropriate medical intervention should be instituted. Signs and symptoms of
hyponatremia include headache, difficulty concentrating, memory impairment, confusion, weakness, and
unsteadiness, which may lead to falls. Signs and symptoms associated with more severe and/or acute cases
have included hallucination, syncope, seizure, coma, respiratory arrest, and death. Abnormal Bleeding-
SSRIs and SNRIs, including Lexapro, may increase the risk of bleeding events. Concomitant use of aspirin,
nonsteroidal anti-inflammatory drugs, warfarin, and other anticoagulants may add to the risk. Case reports
and epidemiological studies (case-control and cohort design) have demonstrated an association between use
of drugs that interfere with serotonin reuptake and the occurrence of gastrointestinal bleeding. Bleeding
events related to SSRIs and SNRIs use have ranged from ecchymoses, hematomas, epistaxis, and petechi-
ae to life-threatening hemorrhages. Patients should be cautioned about the risk of bleeding associated with
the concomitant use of Lexapro and NSAIDs, aspirin, or other drugs that affect coagulation. Interference
with Cognitive and Motor Performance-In a study in normal volunteers, Lexapro 10 mg/day did not produce
impairment of intellectual function or psychomotor performance. Because any psychoactive drug may impair
judgment, thinking, or motor skills, however, patients should be cautioned about operating hazardous
machinery, including automobiles, until they are reasonably certain that Lexapro therapy does not affect their
ability to engage in such activities. Use in Patients with Concomitant Illness-Clinical experience with
Lexapro in patients with certain concomitant systemic illnesses is limited. Caution is advisable in using
Lexapro in patients with diseases or conditions that produce altered metabolism or hemodynamic respons-
es. Lexapro has not been systematically evaluated in patients with a recent history of myocardial infarction
or unstable heart disease. Patients with these diagnoses were generally excluded from clinical studies dur-
ing the product’s premarketing testing. In subjects with hepatic impairment, clearance of racemic citalopram
was decreased and plasma concentrations were increased. The recommended dose of Lexapro in hepatical-
ly impaired patients is 10 mg/day [see Dosage and Administration]. Because escitalopram is extensively
metabolized, excretion of unchanged drug in urine is a minor route of elimination. Until adequate numbers
of patients with severe renal impairment have been evaluated during chronic treatment with Lexapro, how-
ever, it should be used with caution in such patients [see Dosage and Administration]. Potential for
Interaction with Monoamine Oxidase Inhibitors-In patients receiving serotonin reuptake inhibitor drugs in
combination with a monoamine oxidase inhibitor (MAOI), there have been reports of serious, sometimes

Warnings and Precautions (continued)

 • SSRIs and SNRIs have been associated with clinically 
signifi cant hyponatremia. Elderly patients and patients taking 
diuretics or who are otherwise volume-depleted appear to 
be at a greater risk. Discontinuation of Lexapro should be 
considered in patients with symptomatic hyponatremia 
and appropriate medical intervention should be instituted.  

 SSRIs (including Lexapro) and SNRIs may increase • 
the risk of bleeding. Patients should be cautioned that 
concomitant use of aspirin, NSAIDs, warfarin or other 
anticoagulants may add to the risk.

 Patients should be cautioned about operating hazardous • 
machinery, including automobiles, until they are 
reasonably certain that Lexapro does not affect their 
ability to engage in such activities.

 Lexapro should be used with caution in patients with • 
severe renal impairment or with diseases or conditions 
that alter metabolism or hemodynamic responses. In 
subjects with hepatic impairment, clearance of racemic 
citalopram was decreased and plasma concentrations 
were increased. The recommended dose of Lexapro in 
hepatically impaired patients is 10 mg/day.

 For pregnant or nursing mothers, Lexapro should be • 
used only if the potential benefi t justifi es the potential 
risk to the fetus or child.

Adverse Reactions

 • In clinical trials of MDD, the most common adverse 
reactions in adults treated with Lexapro (approximately 
5% or greater and at least twice the incidence of 
placebo) were nausea (15% vs 7%), insomnia (9% vs 
4%), ejaculation disorder (9% vs <1%), fatigue (5% vs 
2%), somnolence (6% vs 2%), and increased sweating 
(5% vs 2%). In pediatric patients, the overall profi le of 
adverse reactions was similar to that seen in adults; 
however, the following additional adverse reactions were 
reported at an incidence of at least 2% for Lexapro and 
greater than placebo: back pain, urinary tract infection, 
vomiting, and nasal congestion.  

 • In clinical trials of GAD, the most common adverse 
reactions in adults treated with Lexapro (approximately 
5% or greater and at least twice the incidence of placebo) 
were nausea (18% vs 8%), ejaculation disorder (14% vs 
2%), insomnia (12% vs 6%), fatigue (8% vs 2%), decreased 
libido (7% vs 2%) and anorgasmia (6% vs <1%).
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3. LEXAPRO [package insert]. St. Louis, Mo: Forest Pharmaceuticals, Inc.; 2009. 4. Wade A, 
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placebo-controlled study in depression in primary care. Int Clin Psychopharmacol. 2002;17:95-102. 
5. SDI, April 2008. Depression and Anxiety Treatment Market Overview. Based on longitudinal 
analysis of US electronic retail pharmacy claims submitted for third-party reimbursement. 
6. Data on fi le, Forest Laboratories, Inc.
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fatal, reactions including hyperthermia, rigidity, myoclonus, autonomic instability with possible rapid fluctu-
ations of vital signs, and mental status changes that include extreme agitation progressing to delirium and
coma. These reactions have also been reported in patients who have recently discontinued SSRI treatment
and have been started on an MAOI. Some cases presented with features resembling neuroleptic malignant
syndrome. Furthermore, limited animal data on the effects of combined use of SSRIs and MAOIs suggest
that these drugs may act synergistically to elevate blood pressure and evoke behavioral excitation. Therefore,
it is recommended that Lexapro should not be used in combination with an MAOI, or within 14 days of dis-
continuing treatment with an MAOI. Similarly, at least 14 days should be allowed after stopping Lexapro
before starting an MAOI. Serotonin syndrome has been reported in two patients who were concomitantly
receiving linezolid, an antibiotic which is a reversible non-selective MAOI.
ADVERSE REACTIONS: Clinical Trials Experience-Because clinical studies are conducted under widely vary-
ing conditions, adverse reaction rates observed in the clinical studies of a drug cannot be directly compared
to rates in the clinical studies of another drug and may not reflect the rates observed in practice. Clinical
Trial Data Sources; Pediatrics (6 -17 years)-Adverse events were collected in 576 pediatric patients (286
Lexapro, 290 placebo) with major depressive disorder in double-blind placebo-controlled studies. Safety and
effectiveness of Lexapro in pediatric patients less than 12 years of age has not been established. Adults-
Adverse events information for Lexapro was collected from 715 patients with major depressive disorder who
were exposed to escitalopram and from 592 patients who were exposed to placebo in double-blind, placebo-
controlled trials. An additional 284 patients with major depressive disorder were newly exposed to escitalo-
pram in open-label trials. The adverse event information for Lexapro in patients with GAD was collected from
429 patients exposed to escitalopram and from 427 patients exposed to placebo in double-blind, placebo-
controlled trials. Adverse events during exposure were obtained primarily by general inquiry and recorded by
clinical investigators using terminology of their own choosing. Consequently, it is not possible to provide a
meaningful estimate of the proportion of individuals experiencing adverse events without first grouping 
similar types of events into a smaller number of standardized event categories. In the tables and tabulations
that follow, standard World Health Organization (WHO) terminology has been used to classify reported
adverse events. The stated frequencies of adverse reactions represent the proportion of individuals who
experienced, at least once, a treatment-emergent adverse event of the type listed. An event was considered
treatment-emergent if it occurred for the first time or worsened while receiving therapy following baseline
evaluation. Adverse Events Associated with Discontinuation of Treatment; Major Depressive Disorder;
Pediatrics (6 -17 years)-Adverse events were associated with discontinuation of 3.5% of 286 patients receiv-
ing Lexapro and 1% of 290 patients receiving placebo. The most common adverse event (incidence at least
1% for Lexapro and greater than placebo) associated with discontinuation was insomnia (1% Lexapro, 0%
placebo). Adults-Among the 715 depressed patients who received Lexapro in placebo-controlled trials, 6%
discontinued treatment due to an adverse event, as compared to 2% of 592 patients receiving placebo. In
two fixed-dose studies, the rate of discontinuation for adverse events in patients receiving 10 mg/day
Lexapro was not significantly different from the rate of discontinuation for adverse events in patients receiv-
ing placebo. The rate of discontinuation for adverse events in patients assigned to a fixed dose of 20 mg/day
Lexapro was 10%, which was significantly different from the rate of discontinuation for adverse events in
patients receiving 10 mg/day Lexapro (4%) and placebo (3%). Adverse events that were associated with the
discontinuation of at least 1% of patients treated with Lexapro, and for which the rate was at least twice that
of placebo, were nausea (2%) and ejaculation disorder (2% of male patients). Generalized Anxiety Disorder;
Adults-Among the 429 GAD patients who received Lexapro 10-20 mg/day in placebo-controlled trials, 8%
discontinued treatment due to an adverse event, as compared to 4% of 427 patients receiving placebo.
Adverse events that were associated with the discontinuation of at least 1% of patients treated with Lexapro,
and for which the rate was at least twice the placebo rate, were nausea (2%), insomnia (1%), and fatigue
(1%). Incidence of Adverse Reactions in Placebo-Controlled Clinical Trials; Major Depressive Disorder;
Pediatrics (6 -17 years)-The overall profile of adverse reactions in pediatric patients was generally similar 
to that seen in adult studies, as shown in Table 2. However, the following adverse reactions (excluding 
those which appear in Table 2 and those for which the coded terms were uninformative or misleading) 
were reported at an incidence of at least 2% for Lexapro and greater than placebo: back pain, urinary 
tract infection, vomiting, and nasal congestion. Adults-The most commonly observed adverse reactions 
in Lexapro patients (incidence of approximately 5% or greater and approximately twice the incidence in
placebo patients) were insomnia, ejaculation disorder (primarily ejaculatory delay), nausea, sweating
increased, fatigue, and somnolence. Table 2 enumerates the incidence, rounded to the nearest percent, of
treatment-emergent adverse events that occurred among 715 depressed patients who received Lexapro at
doses ranging from 10 to 20 mg/day in placebo-controlled trials. Events included are those occurring in 2%
or more of patients treated with Lexapro and for which the incidence in patients treated with Lexapro was
greater than the incidence in placebo-treated patients. 

TABLE 2
Treatment-Emergent Adverse Reactions Observed with a Frequency of  2%

and Greater Than Placebo for Major Depressive Disorder
Adverse Reaction Lexapro Placebo

(N=715) (N=592)
Autonomic Nervous System Disorders
Dry Mouth 6% 5%
Sweating Increased 5% 2%
Central & Peripheral Nervous System Disorders
Dizziness 5% 3%
Gastrointestinal Disorders
Nausea 15% 7%
Diarrhea 8% 5%
Constipation 3% 1%
Indigestion 3% 1%
Abdominal Pain 2% 1%
General
Influenza-like Symptoms 5% 4%
Fatigue 5% 2%
Psychiatric Disorders
Insomnia 9% 4%
Somnolence 6% 2%
Appetite Decreased 3% 1%
Libido Decreased 3% 1%
Respiratory System Disorders
Rhinitis 5% 4%
Sinusitis 3% 2%
Urogenital
Ejaculation Disorder1,2 9% <1%
Impotence2 3% <1%
Anorgasmia3 2% <1%

1Primarily ejaculatory delay.
2Denominator used was for males only (N=225 Lexapro; N=188 placebo).
3Denominator used was for females only (N=490 Lexapro; N=404 placebo).

Generalized Anxiety Disorder; Adults-The most commonly observed adverse reactions in Lexapro patients
(incidence of approximately 5% or greater and approximately twice the incidence in placebo patients) were
nausea, ejaculation disorder (primarily ejaculatory delay), insomnia, fatigue, decreased libido, and anorgas-
mia. Table 3 enumerates the incidence, rounded to the nearest percent of treatment-emergent adverse events
that occurred among 429 GAD patients who received Lexapro 10 to 20 mg/day in placebo-controlled trials.
Events included are those occurring in 2% or more of patients treated with Lexapro and for which the 
incidence in patients treated with Lexapro was greater than the incidence in placebo-treated patients. 

TABLE 3
Treatment-Emergent Adverse Reactions Observed with a Frequency of  2% 

and Greater Than Placebo for Generalized Anxiety Disorder
Adverse Reactions Lexapro Placebo

(N=429) (N=427)
Autonomic Nervous System Disorders

Dry Mouth 9% 5%
Sweating Increased 4% 1%

Central & Peripheral Nervous System Disorders
Headache 24% 17%
Paresthesia 2% 1%

Gastrointestinal Disorders
Nausea 18% 8%
Diarrhea 8% 6%
Constipation 5% 4%
Indigestion 3% 2%
Vomiting 3% 1%
Abdominal Pain 2% 1%
Flatulence 2% 1%
Toothache 2% 0%

General
Fatigue 8% 2%
Influenza-like Symptoms 5% 4%

Musculoskeletal System Disorder
Neck/Shoulder Pain 3% 1%

Psychiatric Disorders
Somnolence 13% 7%
Insomnia 12% 6%
Libido Decreased 7% 2%
Dreaming Abnormal 3% 2%
Appetite Decreased 3% 1%
Lethargy 3% 1%

Respiratory System Disorders
Yawning 2% 1%

Urogenital
Ejaculation Disorder1,2 14% 2%
Anorgasmia3 6% <1%
Menstrual Disorder 2% 1%

1Primarily ejaculatory delay.
2Denominator used was for males only (N=182 Lexapro; N=195 placebo).
3Denominator used was for females only (N=247 Lexapro; N=232 placebo).

Dose Dependency of Adverse Reactions-The potential dose dependency of common adverse reactions
(defined as an incidence rate of 5% in either the 10 mg or 20 mg Lexapro groups) was examined on the
basis of the combined incidence of adverse events in two fixed-dose trials. The overall incidence rates of
adverse events in 10 mg Lexapro-treated patients (66%) was similar to that of the placebo-treated patients
(61%), while the incidence rate in 20 mg/day Lexapro-treated patients was greater (86%). Table 4 shows
common adverse reactions that occurred in the 20 mg/day Lexapro group with an incidence that was approx-
imately twice that of the 10 mg/day Lexapro group and approximately twice that of the placebo group. 

TABLE 4
Incidence of Common Adverse Reactions in Patients with Major 

Depressive Disorder 
Adverse Reaction Placebo 10 mg/day 20 mg/day

(N=311) Lexapro Lexapro
(N=310) (N=125)

Insomnia 4% 7% 14%
Diarrhea 5% 6% 14%
Dry Mouth 3% 4% 9%
Somnolence 1% 4% 9%
Dizziness 2% 4% 7%
Sweating Increased <1% 3% 8%
Constipation 1% 3% 6%
Fatigue 2% 2% 6%
Indigestion 1% 2% 6%

Male and Female Sexual Dysfunction with SSRIs-Although changes in sexual desire, sexual performance,
and sexual satisfaction often occur as manifestations of a psychiatric disorder, they may also be a conse-
quence of pharmacologic treatment. In particular, some evidence suggests that SSRIs can cause such unto-
ward sexual experiences. Reliable estimates of the incidence and severity of untoward experiences involving
sexual desire, performance, and satisfaction are difficult to obtain, however, in part because patients and
physicians may be reluctant to discuss them. Accordingly, estimates of the incidence of untoward sexual
experience and performance cited in product labeling are likely to underestimate their actual incidence. 

TABLE 5
Incidence of Sexual Side Effects in Placebo-Controlled Clinical Trials

Adverse Event Lexapro Placebo
In Males Only

(N=407) (N=383)
Ejaculation Disorder
(primarily ejaculatory delay) 12% 1%
Libido Decreased 6% 2%
Impotence 2% <1%

In Females Only
(N=737) (N=636)

Libido Decreased 3% 1%
Anorgasmia 3% <1%

There are no adequately designed studies examining sexual dysfunction with escitalopram treatment.
Priapism has been reported with all SSRIs. While it is difficult to know the precise risk of sexual dysfunction
associated with the use of SSRIs, physicians should routinely inquire about such possible side effects. Vital
Sign Changes-Lexapro and placebo groups were compared with respect to (1) mean change from baseline
in vital signs (pulse, systolic blood pressure, and diastolic blood pressure) and (2) the incidence of patients
meeting criteria for potentially clinically significant changes from baseline in these variables. These analyses
did not reveal any clinically important changes in vital signs associated with Lexapro treatment. In addition,
a comparison of supine and standing vital sign measures in subjects receiving Lexapro indicated that
Lexapro treatment is not associated with orthostatic changes. Weight Changes-Patients treated with Lexapro
in controlled trials did not differ from placebo-treated patients with regard to clinically important change in
body weight. Laboratory Changes-Lexapro and placebo groups were compared with respect to (1) mean
change from baseline in various serum chemistry, hematology, and urinalysis variables, and (2) the incidence
of patients meeting criteria for potentially clinically significant changes from baseline in these variables.
These analyses revealed no clinically important changes in laboratory test parameters associated with
Lexapro treatment. ECG Changes-Electrocardiograms from Lexapro (N=625), racemic citalopram (N=351),
and placebo (N=527) groups were compared with respect to (1) mean change from baseline in various ECG
parameters and (2) the incidence of patients meeting criteria for potentially clinically significant changes from
baseline in these variables. These analyses revealed (1) a decrease in heart rate of 2.2 bpm for Lexapro and
2.7 bpm for racemic citalopram, compared to an increase of 0.3 bpm for placebo and (2) an increase in QTc
interval of 3.9 msec for Lexapro and 3.7 msec for racemic citalopram, compared to 0.5 msec for placebo.
Neither Lexapro nor racemic citalopram were associated with the development of clinically significant ECG
abnormalities. Other Reactions Observed During the Premarketing Evaluation of Lexapro-Following is a list
of treatment-emergent adverse events, as defined in the introduction to the ADVERSE REACTIONS section,
reported by the 1428 patients treated with Lexapro for periods of up to one year in double-blind or open-label
clinical trials during its premarketing evaluation. The listing does not include those events already listed 
in Tables 2 & 3, those events for which a drug cause was remote and at a rate less than 1% or lower than
placebo, those events which were so general as to be uninformative, and those events reported only once
which did not have a substantial probability of being acutely life threatening. Events are categorized by body
system. Events of major clinical importance are described in the Warnings and Precautions section.
Cardiovascular - hypertension, palpitation. Central and Peripheral Nervous System Disorders - light-headed
feeling, migraine. Gastrointestinal Disorders - abdominal cramp, heartburn, gastroenteritis. General - allergy,
chest pain, fever, hot flushes, pain in limb. Metabolic and Nutritional Disorders - increased weight.
Musculoskeletal System Disorders - arthralgia, myalgia jaw stiffness. Psychiatric Disorders - appetite
increased, concentration impaired, irritability. Reproductive Disorders/Female - menstrual cramps, menstrual
disorder. Respiratory System Disorders - bronchitis, coughing, nasal congestion, sinus congestion, sinus
headache. Skin and Appendages Disorders - rash. Special Senses - vision blurred, tinnitus. Urinary System
Disorders - urinary frequency, urinary tract infection. Post-Marketing Experience; Adverse Reactions
Reported Subsequent to the Marketing of Escitalopram-The following additional adverse reactions have
been identified from spontaneous reports of escitalopram received worldwide. These adverse reactions have
been chosen for inclusion because of a combination of seriousness, frequency of reporting, or potential
causal connection to escitalopram and have not been listed elsewhere in labeling. However, because these
adverse reactions were reported voluntarily from a population of uncertain size, it is not always possible to 
reliably estimate their frequency or establish a causal relationship to drug exposure. These events include:
Blood and Lymphatic System Disorders: anemia, agranulocytis, aplastic anemia, hemolytic anemia, idiopathic
thrombocytopenia purpura, leukopenia, thrombocytopenia. Cardiac Disorders: atrial fibrillation, bradycardia,
cardiac failure, myocardial infarction, tachycardia, torsade de pointes, ventricular arrhythmia, ventricular tachy-
cardia. Ear and Labyrinth Disorders: vertigo Endocrine Disorders: diabetes mellitus, hyperprolactinemia,
SIADH. Eye Disorders: diplopia, glaucoma, mydriasis, visual disturbance. Gastrointestinal Disorders: dyspha-
gia, gastrointestinal hemorrhage, gastroesophageal reflux, pancreatitis, rectal hemorrhage. General Disorders
and Administration Site Conditions: abnormal gait, asthenia, edema, fall, feeling abnormal, malaise.
Hepatobiliary Disorders: fulminant hepatitis, hepatic failure, hepatic necrosis, hepatitis. Immune System
Disorders: allergic reaction, anaphylaxis. Investigations: bilirubin increased, decreased weight, electrocardio-
gram QT prolongation, hepatic enzymes increased, hypercholesterolemia, INR increased, prothrombin
decreased. Metabolism and Nutrition Disorders: hyperglycemia, hypoglycemia, hypokalemia, hyponatremia.
Musculoskeletal and Connective Tissue Disorders: muscle cramp, muscle stiffness, muscle weakness, rhab-
domyolysis. Nervous System Disorders: akathisia, amnesia, ataxia, choreoathetosis, cerebrovascular accident,
dysarthria, dyskinesia, dystonia, extrapyramidal disorders, grand mal seizures (or convulsions), hypoaesthe-
sia, myoclonus, nystagmus, Parkinsonism, restless legs, seizures, syncope, tardive dyskinesia, tremor.
Pregnancy, Puerperium and Perinatal Conditions: spontaneous abortion. Psychiatric Disorders: acute 
psychosis, aggression, agitation, anger, anxiety, apathy, completed suicide, confusion, depersonalization,
depression aggravated, delirium, delusion, disorientation, feeling unreal, hallucinations (visual and auditory),
mood swings, nervousness, nightmare, panic reaction, paranoia, restlessness, self-harm or thoughts of 
self-harm, suicide attempt, suicidal ideation, suicidal tendency. Renal and Urinary Disorders: acute renal 
failure, dysuria, urinary retention. Reproductive System and Breast Disorders: menorrhagia, priapism.
Respiratory, Thoracic and Mediastinal Disorders: dyspnea, epistaxis, pulmonary embolism, pulmonary 
hypertension of the newborn. Skin and Subcutaneous Tissue Disorders: alopecia, angioedema, dermatitis,
ecchymosis, erythema multiforme, photosensitivity reaction, Stevens Johnson Syndrome, toxic epidermal
necrolysis, urticaria. Vascular Disorders: deep vein thrombosis, flushing, hypertensive crisis, hypotension,
orthostatic hypotension, phlebitis, thrombosis. 
DRUG INTERACTIONS: Serotonergic Drugs-Based on the mechanism of action of SNRIs and SSRIs includ-
ing Lexapro, and the potential for serotonin syndrome, caution is advised when Lexapro is coadministered
with other drugs that may affect the serotonergic neurotransmitter systems, such as triptans, linezolid (an
antibiotic which is a reversible non-selective MAOI), lithium, tramadol, or St. John’s Wort [see Warnings and
Precautions]. The concomitant use of Lexapro with other SSRIs, SNRIs or tryptophan is not recommended.
Triptans-There have been rare postmarketing reports of serotonin syndrome with use of an SSRI and a 
triptan. If concomitant treatment of Lexapro with a triptan is clinically warranted, careful observation of 
the patient is advised, particularly during treatment initiation and dose increases [see Warnings and
Precautions]. CNS Drugs- Given the primary CNS effects of escitalopram, caution should be used when it is
taken in combination with other centrally acting drugs. Alcohol-Although Lexapro did not potentiate 
the cognitive and motor effects of alcohol in a clinical trial, as with other psycho tropic medications, the use
of alcohol by patients taking Lexapro is not recommended. Monoamine Oxidase Inhibitors (MAOIs)-
[see Contraindications and Warnings and Precautions]. Drugs That Interfere With Hemostasis (NSAIDs,
Aspirin, Warfarin, etc.)-Serotonin release by platelets plays an important role in hemostasis.
Epidemiological studies of the case-control and cohort design that have demonstrated an association
between use of psychotropic drugs that interfere with serotonin reuptake and the occurrence of upper 
gastrointestinal bleeding have also shown that concurrent use of an NSAID or aspirin may potentiate the risk
of bleeding. Altered anticoagulant effects, including increased bleeding, have been reported when SSRIs and
SNRIs are coadministered with warfarin. Patients receiving warfarin therapy should be carefully monitored
when Lexapro is initiated or discontinued. Cimetidine-In subjects who had received 21 days of 40 mg/day
racemic citalopram, combined administration of 400 mg/day cimetidine for 8 days resulted in an increase in
citalopram AUC and Cmax of 43% and 39%, respectively. The clinical significance of these findings is
unknown. Digoxin-In subjects who had received 21 days of 40 mg/day racemic citalopram, combined admin-
istration of citalopram and digoxin (single dose of 1 mg) did not significantly affect the pharmacokinetics of
either citalopram or digoxin. Lithium-Coadministration of racemic citalopram (40 mg/day for 10 days) and
lithium (30 mmol/day for 5 days) had no significant effect on the pharmacokinetics of citalopram or lithium.
Nevertheless, plasma lithium levels should be monitored with appropriate adjustment to the lithium dose in
accordance with standard clinical practice. Because lithium may enhance the serotonergic effects of escitalo-
pram, caution should be exercised when Lexapro and lithium are coadministered. Pimozide and Celexa-In
a controlled study, a single dose of pimozide 2 mg co-administered with racemic citalopram 40 mg given
once daily for 11 days was associated with a mean increase in QTc values of approximately 10 msec 
compared to pimozide given alone. Racemic citalopram did not alter the mean AUC or Cmax of pimozide. 
The mechanism of this pharmacodynamic interaction is not known. Sumatriptan-There have been rare 
postmarketing reports describing patients with weakness, hyperreflexia, and incoordination following the use
of an SSRI and sumatriptan. If concomitant treatment with sumatriptan and an SSRI (e.g., fluoxetine, fluvox-
amine, paroxetine, sertraline, citalopram, escitalopram) is clinically warranted, appropriate observation of the
patient is advised. Theophylline-Combined administration of racemic citalopram (40 mg/day for 21 days)
and the CYP1A2 substrate theophylline (single dose of 300 mg) did not affect the pharmacokinetics of 

theophylline. The effect of theophylline on the pharmacokinetics of citalopram was not evaluated. Warfarin-
Administration of 40 mg/day racemic citalopram for 21 days did not affect the pharmacokinetics of warfarin,
a CYP3A4 substrate. Prothrombin time was increased by 5%, the clinical significance of which is unknown.
Carbamazepine-Combined administration of racemic citalopram (40 mg/day for 14 days) and carba-
mazepine (titrated to 400 mg/day for 35 days) did not significantly affect the pharmacokinetics of 
carbamazepine, a CYP3A4 substrate. Although trough citalopram plasma levels were unaffected, given the
enzyme-inducing properties of carbamazepine, the possibility that carbamazepine might increase the 
clearance of escitalopram should be considered if the two drugs are coadministered. Triazolam-Combined
administration of racemic citalopram (titrated to 40 mg/day for 28 days) and the CYP3A4 substrate 
triazolam (single dose of 0.25 mg) did not significantly affect the pharmacokinetics of either citalopram or
triazolam. Ketoconazole-Combined administration of racemic citalopram (40 mg) and ketoconazole 
(200 mg), a potent CYP3A4 inhibitor, decreased the Cmax and AUC of ketoconazole by 21% and 10%, 
respectively, and did not significantly affect the pharmacokinetics of citalopram. Ritonavir-Combined admin-
istration of a single dose of ritonavir (600 mg), both a CYP3A4 substrate and a potent inhibitor of CYP3A4,
and escitalopram (20 mg) did not affect the pharmacokinetics of either ritonavir or escitalopram. CYP3A4
and -2C19 Inhibitors-In vitro studies indicated that CYP3A4 and -2C19 are the primary enzymes involved in
the metabolism of escitalopram. However, coadministration of escitalopram (20 mg) and ritonavir (600 mg),
a potent inhibitor of CYP3A4, did not significantly affect the pharmacokinetics of escitalopram. Because esc-
italopram is metabolized by multiple enzyme systems, inhibition of a single enzyme may not appreciably
decrease escitalopram clearance. Drugs Metabolized by Cytochrome P4502D6-In vitro studies did not reveal
an inhibitory effect of escitalopram on CYP2D6. In addition, steady state levels of racemic citalopram were
not significantly different in poor metabolizers and extensive CYP2D6 metabolizers after multiple-dose
administration of citalopram, suggesting that coadministration, with escitalopram, of a drug that inhibits
CYP2D6, is unlikely to have clinically significant effects on escitalopram metabolism. However, there are 
limited in vivo data suggesting a modest CYP2D6 inhibitory effect for escitalopram, i.e., coadministration of
escitalopram (20 mg/day for 21 days) with the tricyclic antidepressant desipramine (single dose of 50 mg),
a substrate for CYP2D6, resulted in a 40% increase in Cmax and a 100% increase in AUC of desipramine. The
clinical significance of this finding is unknown. Nevertheless, caution is indicated in the coadministration of
escitalopram and drugs metabolized by CYP2D6. Metoprolol-Administration of 20 mg/day Lexapro 
for 21 days in healthy volunteers resulted in a 50% increase in Cmax and 82% increase in AUC of the beta-
adrenergic blocker metoprolol (given in a single dose of 100 mg). Increased metoprolol plasma levels have
been associated with decreased cardioselectivity. Coadministration of Lexapro and metoprolol had no 
clinically significant effects on blood pressure or heart rate. Electroconvulsive Therapy (ECT)-There are no
clinical studies of the combined use of ECT and escitalopram.
USE IN SPECIFIC POPULATIONS: Pregnancy; Pregnancy Category C-In a rat embryo/fetal development
study, oral administration of escitalopram (56, 112, or 150 mg/kg/day) to pregnant animals during the 
period of organogenesis resulted in decreased fetal body weight and associated delays in ossification at the
two higher doses (approximately  56 times the maximum recommended human dose [MRHD] of 20 mg/day
on a body surface area [mg/m2] basis). Maternal toxicity (clinical signs and decreased body weight gain and
food consumption), mild at 56 mg/kg/day, was present at all dose levels. The developmental no-effect dose
of 56 mg/kg/day is approximately 28 times the MRHD on a mg/m2 basis. No teratogenicity was observed at
any of the doses tested (as high as 75 times the MRHD on a mg/m2 basis). When female rats were treated
with escitalopram (6, 12, 24, or 48 mg/kg/day) during pregnancy and through weaning, slightly increased
offspring mortality and growth retardation were noted at 48 mg/kg/day which is approximately 24 times the
MRHD on a mg/m2 basis. Slight maternal toxicity (clinical signs and decreased body weight gain and food
consumption) was seen at this dose. Slightly increased offspring mortality was also seen at 24 mg/kg/day.
The no-effect dose was 12 mg/kg/day which is approximately 6 times the MRHD on a mg/m2 basis. In 
animal reproduction studies, racemic citalopram has been shown to have adverse effects on embryo/fetal
and postnatal development, including teratogenic effects, when administered at doses greater than human
therapeutic doses. In two rat embryo/fetal development studies, oral administration of racemic citalopram
(32, 56, or 112 mg/kg/day) to pregnant animals during the period of organogenesis resulted in decreased
embryo/fetal growth and survival and an increased incidence of fetal abnormalities (including cardiovascular
and skeletal defects) at the high dose. This dose was also associated with maternal toxicity (clinical signs,
decreased body weight gain). The developmental no-effect dose was 56 mg/kg/day. In a rabbit study, no
adverse effects on embryo/fetal development were observed at doses of racemic citalopram of up to 
16 mg/kg/day. Thus, teratogenic effects of racemic citalopram were observed at a maternally toxic dose in
the rat and were not observed in the rabbit. When female rats were treated with racemic citalopram (4.8,
12.8, or 32 mg/kg/day) from late gestation through weaning, increased offspring mortality during the first 
4 days after birth and persistent offspring growth retardation were observed at the highest dose. The no-
effect dose was 12.8 mg/kg/day. Similar effects on offspring mortality and growth were seen when dams
were treated throughout gestation and early lactation at doses  24 mg/kg/day. A no-effect dose was not
determined in that study. There are no adequate and well-controlled studies in pregnant women; therefore,
escitalopram should be used during pregnancy only if the potential benefit justifies the potential risk to the
fetus. Pregnancy-Nonteratogenic Effects-Neonates exposed to Lexapro and other SSRIs or SNRIs, late in 
the third trimester, have developed complications requiring prolonged hospitalization, respiratory support,
and tube feeding. Such complications can arise immediately upon delivery. Reported clinical findings have
included respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty, vomiting,
hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability, and constant crying. These
features are consistent with either a direct toxic effect of SSRIs and SNRIs or, possibly, a drug discontinua-
tion syndrome. It should be noted that, in some cases, the clinical picture is consistent with serotonin 
syndrome [see Warnings and Precautions]. Infants exposed to SSRIs in late pregnancy may have an
increased risk for persistent pulmonary hypertension of the newborn (PPHN). PPHN occurs in 1-2 per 1000
live births in the general population and is associated with substantial neonatal morbidity and mortality. In a
retrospective, case-control study of 377 women whose infants were born with PPHN and 836 women whose
infants were born healthy, the risk for developing PPHN was approximately six-fold higher for infants
exposed to SSRIs after the 20th week of gestation compared to infants who had not been exposed to 
antidepressants during pregnancy. There is currently no corroborative evidence regarding the risk for PPHN
following exposure to SSRIs in pregnancy; this is the first study that has investigated the potential risk. The
study did not include enough cases with exposure to individual SSRIs to determine if all SSRIs posed 
similar levels of PPHN risk. When treating a pregnant woman with Lexapro during the third trimester, the
physician should carefully consider both the potential risks and benefits of treatment [see Dosage and
Administration]. Physicians should note that in a prospective longitudinal study of 201 women with a 
history of major depression who were euthymic at the beginning of pregnancy, women who discontinued
antidepressant medication during pregnancy were more likely to experience a relapse of major depression
than women who continued antidepressant medication. Labor and Delivery-The effect of Lexapro on labor
and delivery in humans is unknown. Nursing Mothers-Escitalopram is excreted in human breast milk.
Limited data from women taking 10-20 mg escitalopram showed that exclusively breast-fed infants receive
approximately 3.9% of the maternal weight-adjusted dose of escitalopram and 1.7% of the maternal 
weight-adjusted dose of desmethylcitalopram. There were two reports of infants experiencing excessive
somnolence, decreased feeding, and weight loss in association with breastfeeding from a racemic 
citalopram-treated mother; in one case, the infant was reported to recover completely upon discontinuation
of racemic citalopram by its mother and, in the second case, no follow-up information was available. Caution
should be exercised and breastfeeding infants should be observed for adverse reactions when Lexapro 
is administered to a nursing woman. Pediatric Use-Safety and effectiveness of Lexapro has not been 
established in pediatric patients (less than 12 years of age) with Major Depressive Disorder. Safety and effec-
tiveness of Lexapro has been established in adolescents (12 to 17 years of age) for the treatment of major
depressive disorder [see Clinical Studies]. Although maintenance efficacy in adolescent patients with Major
Depressive Disorder has not been systematically evaluated, maintenance efficacy can be extrapolated from
adult data along with comparisons of escitalopram pharmacokinetic parameters in adults and adolescent
patients. Safety and effectiveness of Lexapro has not been established in pediatric patients less than 18 years
of age with Generalized Anxiety Disorder. Geriatric Use-Approximately 6% of the 1144 patients receiving
escitalopram in controlled trials of Lexapro in major depressive disorder and GAD were 60 years of age or
older; elderly patients in these trials received daily doses of Lexapro between 10 and 20 mg. The number 
of elderly patients in these trials was insufficient to adequately assess for possible differential efficacy and
safety measures on the basis of age. Nevertheless, greater sensitivity of some elderly individuals to effects
of Lexapro cannot be ruled out. SSRIs and SNRIs, including Lexapro, have been associated with cases of
clinically significant hyponatremia in elderly patients, who may be at greater risk for this adverse event [see
Hyponatremia]. In two pharmacokinetic studies, escitalopram half-life was increased by approximately 50%
in elderly subjects as compared to young subjects and Cmax was unchanged [see Clinical Pharmacology]. 
10 mg/day is the recommended dose for elderly patients [see Dosage and Administration]. Of 4422 patients
in clinical studies of racemic citalopram, 1357 were 60 and over, 1034 were 65 and over, and 457 were 75
and over. No overall differences in safety or effectiveness were observed between these subjects and younger
subjects, and other reported clinical experience has not identified differences in responses between the 
elderly and younger patients, but again, greater sensitivity of some elderly individuals cannot be ruled out. 
DRUG ABUSE AND DEPENDENCE: Abuse and Dependence; Physical and Psychological Dependence-Animal
studies suggest that the abuse liability of racemic citalopram is low. Lexapro has not been systematically
studied in humans for its potential for abuse, tolerance, or physical dependence. The premarketing clinical
experience with Lexapro did not reveal any drug-seeking behavior. However, these observations were not 
systematic and it is not possible to predict on the basis of this limited experience the extent to which a 
CNS-active drug will be misused, diverted, and/or abused once marketed. Consequently, physicians should
carefully evaluate Lexapro patients for history of drug abuse and follow such patients closely, observing them
for signs of misuse or abuse (e.g., development of tolerance, incrementations of dose, drug-seeking behavior).
OVERDOSAGE: Human Experience-In clinical trials of escitalopram, there were reports of escitalopram 
overdose, including overdoses of up to 600 mg, with no associated fatalities. During the postmarketing 
evaluation of escitalopram, Lexapro overdoses involving overdoses of over 1000 mg have been reported. As
with other SSRIs, a fatal outcome in a patient who has taken an overdose of escitalopram has been rarely
reported. Symptoms most often accompanying escitalopram overdose, alone or in combination with other
drugs and/or alcohol, included convulsions, coma, dizziness, hypotension, insomnia, nausea, vomiting, sinus
tachycardia, somnolence, and ECG changes (including QT prolongation and very rare cases of torsade de
pointes). Acute renal failure has been very rarely reported accompanying overdose. Management of
Overdose-Establish and maintain an airway to ensure adequate ventilation and oxygenation. Gastric evacua-
tion by lavage and use of activated charcoal should be considered. Careful observation and cardiac and vital
sign monitoring are recommended, along with general symptomatic and supportive care. Due to the large
volume of distribution of escitalopram, forced diuresis, dialysis, hemoperfusion, and exchange transfusion
are unlikely to be of benefit. There are no specific antidotes for Lexapro. In managing overdosage, consider
the possibility of multiple-drug involvement. The physician should consider contacting a poison control 
center for additional information on the treatment of any overdose.
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ity involving Warner-Lambert, another 
pharmaceutical company it had acquired. 

U.S. Attorney for the District of Massa-
chusetts Mike Loucks said Pfi zer was ille-
gally marketing the drugs named in this 
lawsuit during the same time it was nego-
tiating a settlement for the same charges 
in the gabapentin case.

The DOJ has resolved a string of similar 
cases with other pharmaceutical companies 
in recent years. In January, Eli Lilly and Co. 
reached a $1.41 billion settlement for off-label 
marketing of olanzapine, the largest such set-
tlement before the current Pfi zer case. 

Pfi zer had already released some infor-
mation about the settlement fi gure eight 
months ago as it reported a huge markdown 
on its 2008 fourth-quarter profi t. It came 
at the same time that Pfi zer announced 
plans to acquire Wyeth, another major 
pharmaceutical company, for $68 billion. 

The settlement includes a criminal fi ne 
of over $1.1 billion for the felony charge, 
which is the largest criminal fi ne in DOJ 
history, said Associate Attorney General 
Thomas Perelli at a press conference. About 
$1 billion will go to Medicare, Medicaid, 
and other government-funded health care 
programs because these programs had paid 
for the drugs under false claims.

The DOJ said it began investigating 
Pfi zer’s marketing practice after whis-
tleblower lawsuits were fi led against the 
company in Pennsylvania, Massachusetts, 
and Kentucky in 2003. The six whistle-
blowers will receive a total of $102 mil-
lion from the settlement. ■

Assembly speaker, is an at-large trustee 
on the Board of Trustees.

Burlington, Vt., psychiatrist David 
Fassler, M.D., currently secretary-treasurer 
of APA, is running for the treasurer post, 
and will compete against Paul Summergrad, 
M.D., of Boston, a member of the Steering 
Committee on Practice Guidelines. 

In addition, two of APA’s seven Areas 
will hold elections for their trustee in 2010. 
In Area 3, which consists of New Jersey, 
Pennsylvania, Delaware, Maryland, and 
the District of Columbia, Brian Crow-
ley, M.D., of Washington, D.C., will run 
against the incumbent, John Urbaitis, 
M.D., of Baltimore. 

In Area 6, which is made up of the fi ve 
district branches in California, Barton 
Blinder, M.D., of Newport Beach will com-
pete against Marc Graff, M.D., of Reseda. 

(The nominees for the Board’s Area 
trustee positions are selected by their Area 
councils rather than by the APA Nominat-
ing Committee.)

Also to be elected is the member-in-
training trustee-elect (MITTE). The 
candidates for this post are Sarah Johnson, 
M.D., a PGY-3 resident at the University 
of Louisville, and Samir Sabbag, M.D., a 
PGY-3 resident at Jackson Memorial Hos-
pital/University of Miami. The MITTE 
position has been a nonvoting one since its 
inception, but beginning next May it will 
be converted to a voting position. That 
means that when the next Board is seated, 
at the close of the 2010 APA annual meet-
ing, members-in-training will have two 
voting members on the Board of Trustees.

At its March meeting the Board voted 
to make several changes to its composition 
(Psychiatric News, April 17) that are refl ected 
in the positions that are up for election next 
year. The Trustees eliminated the vice-
president post and two of the three at-large 
positions. The remaining at-large position 
is the one for an early career psychiatrist 
and will be up for election in 2012 when 
incumbent Joyce Spurgeon, M.D., com-
pletes her three-year term. The Trustees 
holding the other two at-large positions 
will complete their terms, one ending in 
2010 and the other in 2011. The current 
vice president, Jeffrey Geller, M.D., will 
complete his term, which ends in 2011.

Paper and electronic ballots will be sent 
to APA members on December 22 along 
with candidate information and voting 
instructions. Members who would like to 
receive only an electronic ballot should 
make the appropriate selection at <www.
psych.org/options>. The deadline for 
receipt of all ballots is 5 p.m. Eastern time 
on February 5, 2010. 

More information on the election and 
nominations process is posted at <www.
psych.org/resources/governance/elections.
aspx>. ■

Settlement
continued from page 1

Election
continued from page 1

A pplications are invited for the 2010-
2011 APA/Shire Child and Adolescent 

Psychiatry Fellowship Program. Fellow-
ships will be awarded to fi ve residents to 
travel to APA’s 2010 and 2011 annual meet-
ings and to work with mentors on issues in 
child and adolescent psychiatry. 

The fellowship was established in 2002 
to interest general psychiatry residents in 
considering careers in child and adoles-
cent psychiatry through specifi c educa-
tional opportunities unavailable to them 
otherwise. 

The fellowship is open to PGY-1 
through PGY-3 residents. Applicants must 
be APA members and have approval from 
their training director or department chair. 

The deadline for applications is Novem-
ber 20. They must include a completed appli-
cation form; a 500-word letter of interest 
detailing the applicant’s experience, knowl-
edge, and career path; curriculum vitae; and 
a letter of support from a residency training 
director or department chair including the 
applicant’s potential contribution to child 
and adolescent psychiatry. 

The fellowship is supported by an 
unrestricted educational grant from Shire 
Pharmaceuticals. 

Application materials are posted at 
<www.psych.org/share/OMNA/APA
ShireChildAdolescentPsychiatryFellow
ship.aspx>. More information is available 
from Alison Bondurant at abondurant@
psych.org or (703) 907-8639. ■

Applications Invited 
For APA/Shire 
Fellowship
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Depression
continued from page 26

modifi cations for reducing risk in some 
populations, and we now have hypotheses 
about the mechanisms at work,” said Tay-
lor in an interview. 

Other studies highlight progress but 
also illustrate its inconclusive nature. 
Writing in the July Circulation, longtime 
researchers Nancy Frasure-Smith, Ph.D., 
of McGill University and the Université 
de Montréal; François Lespérance, M.D., 
of the Université de Montréal; and col-
leagues studied depression in 974 patients 
with atrial fi brillation and congestive heart 
failure. Antidepressant medication use was 
not recorded. They reported that “elevated 
depression scores signifi cantly predicted 
cardiovascular mortality (primary out-
come), arrhythmic death, and all-cause 
mortality.” Adjusted outcomes were simi-
lar whether treatment was focused on con-
trol of cardiac rate or control of cardiac 
rhythm. Marital status was a second inde-
pendent risk factor in this cohort, “with 
the greatest risk observed in those who 
were both depressed and unmarried.”

A second study in the same issue of 
Circulation by Suzanne Arnold, M.D., 
M.H.A., of Saint Luke’s Heart Institute in 
Kansas City, Mo., and colleagues, looked 
at the discrepancy between angina sever-
ity and ischemia as measured by single-
photon emission computed tomography 
(SPECT). The 735 patients also under-
went extensive psychosocial assessment 
for anxiety, depression, neuroticism, alex-
ithymia, and somatosensory amplifi cation.

Among the 191 patients with veri-
fi ed ischemia, those with prior coronary 
revascularization, anxiety, and depressive 
symptoms experienced more frequent 
angina than those without those charac-
teristics, despite having the same degree of 
heart vessel blockage. Thus, wrote Arnold 
and colleagues, “The present results sug-
gest that psychosocial factors may signifi -
cantly modulate patients’ anginal response 
to myocardial ischemia.”

Since this was a cross-sectional study, 
the authors could not infer causality, but 
they noted the prevalence of psychosocial 
symptoms among their patients and sug-
gested that treatment plans include provi-
sion for their treatment.

Taylor, a coauthor on the AHA sci-
ence advisory with Frasure-Smith, Les-
pérance, and others, also recently pub-
lished the results of a small trial that 
further illustrates the good news–bad 
news aspect about the relationship of 
depression and cardiac disease. He and 
his colleagues randomized 48 depressed 
patients to treatment with cognitive-
behavioral therapy (CBT) or to a wait-
ing list as controls. To avoid confounding 
caused by drug side effects, they did not 
use antidepressant drugs.

An average of 15 CBT sessions 
resulted in a significant decline in Ham-
ilton Depression Inventory and Beck 
Depression Inventory scores. About 57 
percent (13 of 23) of CBT participants 
achieved remission, compared with 4 
percent (1 of 25) of wait-listed patients. 
Treated patients showed a decline in tri-
glycerides and heart rate, both signs of 
improvement. 

However, there were no changes in 
respiratory sinus arrhythmia or cortisol 

levels during stress testing, the primary 
cardiovascular outcomes.

“The overall lack of change in the pri-
mary biological and physiological vari-
ables, and the sustained difference between 
[wait-listed] and CBT and normal controls 
at post [intervention] suggests that these 
variables are quite stable and not amenable 
to change through psychological interven-
tion or affected by change in mood, at least 
in the short run,” wrote the authors. The 
study was published online July 3 in the 
Journal of Psychiatric Research.

“I was frustrated that intervention had 
such little impact,” said Taylor.

Despite the inconclusive outcomes of 
these and other trials, the AHA advisory 
says that “effective depression treatment 
may improve health outcomes.”

Both heart disease and depression 
should be treated according to clini-
cal guidelines, even if the details of 
how they are connected are not fully 
known, cardiologists and psychiatrists 
agree. Treating depression may improve 
adherence to cardiovascular treatment, 
while even nonpharmaceutical treat-
ment for heart disease—like diet and 
exercise—may also lighten the burden 
of depression.

Eventually, however, after more is 
known about the interrelation of the two 
conditions, physicians will be able to tai-
lor treatment for one in the context of the 
other to improve the chances of successful 
treatment, said Davison.

“Psychiatrists may not see [heart dis-
ease] as in their realm, but I see it as very 

much what psychiatrists should be doing,” 
said Taylor.

An abstract of “Psychiatric Char-
acteristics Associated With Long-term 
Mortality Among 361 Patients Hav-
ing an Acute Coronary Syndrome and 
Major Depression” is posted at: <http://
archpsyc.ama-assn.org/cgi/content/
abstract/66/9/1022>. An excerpt from the 
editorial “Is It Time to Treat Depression in 
Patients With Cardiovascular Disease?” 
is posted at <http://circ.ahajournals.
org/cgi/content/extract/120/2/99>. 
An abstract of “Does Improving Mood 
in Depressed Patients Alter Factors 
That May Affect Cardiovascular Disease 
Risk?” can be accessed at <www.science
direct.com> by searching on the title and 
clicking on “Preview.” ■
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or schizophrenia registered signifi cantly 
higher levels than in controls or PTSD 
patients (see chart on page 25).

Clinically, p11 mRNA expression in 
patients with PTSD also correlated posi-
tively with scores on the Hamilton Rating 
Scale for Depression and on measures of 
trauma severity and frequency, although 
not with the Hamilton Rating Scale for 
Anxiety or the Impact of Event Scale–
Revised. However, p11 mRNA levels did 
not correlate with depression or anxiety 
scores among patients with bipolar disor-
der, depression, or schizophrenia.

“[T]his study provides preliminary 
fi ndings that [peripheral blood mono-

Biomarker
continued from page 25

nuclear cell] p11 mRNA expression 
levels could be used as a potential bio-
marker for differentiating PTSD from 
other major psychiatric disorders,” wrote 
Zhang and colleagues.

The study did not report the effects of 
any medications on p11 or glucocorticoid 
receptor expression, and there were too 
few men in the PTSD cohort to compare 
gender effects reliably.

However, Zhang will have the chance 
to make up the latter shortcoming and 
replicate his fi ndings using a much larger 
sample shortly. He and his colleagues 
will travel to Fort Bragg, N.C., to collect 
blood samples and several psychometric 
measures from 1,200 U.S. troops return-
ing from war for a double-blind study of 
p11 and glucocorticoid expression levels. 

He is also participating in the U.S. Army/
NIMH study of suicide risk and protective 
factors that began this summer (Psychiatric 
News, August 21.)

Although much more work on p11 
remains to be done before it can be con-
sidered a true biomarker for PTSD, Zhang 
believes that eventually its full mechanism 
will be understood, leading to quick, in-
offi ce tests. Continuing measurements 
might then also help monitor treatment.

An abstract of “Levels of the Potential 
Biomarker p11 in Peripheral Blood Cells 
Distinguish Patients With PTSD From 
Those With Other Major Psychiatric Dis-
orders” can be accessed at <www.science
direct.com/science/journal/00223956> 
by clicking on Volume 43, Issue 13, and 
then “Preview” under the study title. ■
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BOXED WARNING

1. AGRANULOCYTOSIS: BECAUSE OF A SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTENTIALLY LIFE-THREATENING ADVERSE EVENT, CLOZAPINE 
SHOULD BE RESERVED FOR USE IN THE TREATMENT OF SEVERELY ILL PATIENTS WITH SCHIZOPHRENIA WHO FAIL TO SHOW AN ACCEPTABLE 
RESPONSE TO ADEQUATE COURSES OF STANDARD ANTIPSYCHOTIC DRUG TREATMENT. 

PATIENTS BEING TREATED WITH CLOZAPINE MUST HAVE A BASELINE WHITE BLOOD CELL COUNT (WBC) AND ABSOLUTE NEUTROPHIL COUNT (ANC) 

OF TREATMENT.

CLOZAPINE IS AVAILABLE ONLY THROUGH A DISTRIBUTION SYSTEM THAT ENSURES MONITORING OF WBC COUNTS AND ANC ACCORDING TO THE 
SCHEDULE DESCRIBED IN THE PACKAGE INSERT PRIOR TO DELIVERY OF THE NEXT SUPPLY OF MEDICATION.

2. SEIZURES: SEIZURES HAVE BEEN ASSOCIATED WITH THE USE OF CLOZAPINE.  DOSE APPEARS TO BE AN IMPORTANT PREDICTOR OF SEIZURE, 
WITH A GREATER LIKELIHOOD AT HIGHER CLOZAPINE DOSES.  CAUTION SHOULD BE USED WHEN ADMINISTERING CLOZAPINE TO PATIENTS HAVING A 
HISTORY OF SEIZURES OR OTHER PREDISPOSING FACTORS.  PATIENTS SHOULD BE ADVISED NOT TO ENGAGE IN ANY ACTIVITY WHERE SUDDEN LOSS 
OF CONSCIOUSNESS COULD CAUSE SERIOUS RISK TO THEMSELVES OR OTHERS.

MYOCARDITIS: ANALYSES OF POST-MARKETING SAFETY DATABASES SUGGEST THAT CLOZAPINE IS ASSOCIATED WITH AN INCREASED RISK 
OF FATAL MYOCARDITIS, ESPECIALLY DURING, BUT NOT LIMITED TO, THE FIRST MONTH OF THERAPY.  IN PATIENTS IN WHOM MYOCARDITIS IS 
SUSPECTED, CLOZAPINE TREATMENT SHOULD BE PROMPTLY DISCONTINUED.

OTHER ADVERSE CARDIOVASCULAR AND RESPIRATORY EFFECTS: ORTHOSTATIC HYPOTENSION, WITH OR WITHOUT SYNCOPE, CAN OCCUR WITH 
CLOZAPINE TREATMENT.  RARELY, COLLAPSE CAN BE PROFOUND AND BE ACCOMPANIED BY RESPIRATORY AND/OR CARDIAC ARREST.  ORTHOSTATIC 
HYPOTENSION IS MORE LIKELY TO OCCUR DURING INITIAL TITRATION IN ASSOCIATION WITH RAPID DOSE ESCALATION.  IN PATIENTS WHO HAVE HAD 

TWICE DAILY.

SINCE COLLAPSE, RESPIRATORY ARREST, AND CARDIAC ARREST DURING INITIAL TREATMENT HAS OCCURRED IN PATIENTS WHO WERE BEING 
ADMINISTERED BENZODIAZEPINES OR OTHER PSYCHOTROPIC DRUGS, CAUTION IS ADVISED WHEN CLOZAPINE IS INITIATED IN PATIENTS TAKING A 
BENZODIAZEPINE OR ANY OTHER PSYCHOTROPIC DRUG.

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 

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.  CLOZAPINE IS NOT APPROVED FOR THE TREATMENT OF PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS.

BEFORE INITIATING CLOZAPINE, IT IS STRONGLY RECOMMENDED THAT A PATIENT BE GIVEN AT LEAST 2 TRIALS, EACH WITH A DIFFERENT STANDARD DRUG 
FOR SCHIZOPHRENIA, AT AN ADEQUATE DOSE AND DURATION.  

PATIENTS WHO ARE BEING TREATED WITH CLOZAPINE MUST HAVE A BASELINE WBC AND ANC BEFORE TREATMENT INITIATION, AND EVERY WEEK FOR 
THE FIRST 6 MONTHS.  IF WBC LEVELS ≥  AND ANC ≥  ARE MAINTAINED DURING THE FIRST 6 MONTHS OF CONTINUOUS THERAPY, 
WBC AND ANC CAN BE MONITORED EVERY 2 WEEKS FOR THE NEXT 6 MONTHS.  IF THE WBC LEVELS AND ANC ARE MAINTAINED DURING THE SECOND 6 

≥  AND 
ANC ≥ .

Because of risks associated with Clozapine, patients failing to show an acceptable level of clinical response should avoid continuing therapy.  Patients 
taking benzodiazepines, anitihypertensives, citalopram, and inhibitors or inducers of the cytochrome P450 1A2, 2D6, and 3A4 isozyme systems, should 
be carefully monitored upon Clozapine therapy initiation.  Because of initial sedation, dose should be gradually escalated.

Patients with compromised cardiovascular function should be monitored since tachycardia, which may be sustained, has been observed in approximately 
25% of patients taking Clozapine. 

Rare instances of eosinophilia, which can be substantial, have been reported. There are several reports of Neuroleptic Malignant Syndrome with Clozapine 
alone or in combination with lithium or other CNS-active agents.  Tardive Dyskinesia is associated with use of antipsychotic drugs, with a low incidence of 
occurrence when Clozapine is used alone.  Dystonia may occur in the first few days of treatment, especially in males and younger age groups.  Symptoms 
include spasm of the neck muscles sometimes progressing to tightness of the throat, difficulty swallowing and breathing, and protrusion of the tongue.  
This may occur with low doses, but more frequently and with greater severity at higher doses.

Clozapine is contraindicated in patients diagnosed with myeloproliferative disorders, uncontrolled epilepsy, paralytic ileus, Clozapine-induced 
agranulocytosis, or severe granulocytopenia. Clozapine is also contraindicated in patients with severe CNS depression and in patients in a comatose state. 
Clozapine should not be administered concomitantly with drugs known to cause agranulocytosis.

Clozapine has potent anticholinergic effects and care should be exercised in using this drug.  Patients should be observed for instances of cardiomyopathy, 
fever, pulmonary embolism, hepatitis, narrow angle glaucoma, impairment of intestinal peristalsis, prostate enlargement, impaired cognitive and 
motor performance, and when undergoing general anesthesia.  Hyperglycemia, sometimes leading to ketoacidosis, has been associated with atypical 
antipsychotics such as Clozapine. Diagnosed diabetics should be monitored for worsening glucose control.

The safety and effectiveness of Clozapine has not been established in pediatric patients.  Women receiving Clozapine should not breast-feed. Because 
human studies have not been conducted, use only if clearly needed in pregnant women.

Common adverse events include drowsiness/sedation, dizziness, headache, tremor, syncope, tachycardia, visual disturbances, and hypotension. Patients 
should not drink alcohol or drive, and avoid hazardous activity while taking Clozapine.

Arsonists
continued from page 34

Also, “Given the substantial personal 
and social costs related to arson, pre-
vention and treatment interventions tar-
geting fire setters potentially could save 
lives and property,” Vaughn and his col-
leagues wrote.

The study was funded by the National 
Institutes of Health.

An abstract of “Prevalence and Cor-
relates of Fire Setting in the United 
States: Results From the National Epi-
demiological Survey on Alcohol and 
Related Conditions” can be accessed at 
<www.sciencedirect.com> under “Browse 
by Title,” “C,” and then “Comprehen-
sive Psychiatry Articles in Press.” ■



BRIEF SUMMARY

CLOZAPINE TABLETS USP

Before prescribing clozapine, the physician should be thoroughly familiar with 
the details of this prescribing information.

BOXED WARNING
1. AGRANULOCYTOSIS
BECAUSE OF A SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTENTIALLY 
LIFE-THREATENING ADVERSE EVENT, CLOZAPINE SHOULD BE RESERVED FOR 
USE IN (1) THE TREATMENT OF SEVERELY ILL PATIENTS WITH SCHIZOPHRENIA 
WHO FAIL TO SHOW AN ACCEPTABLE RESPONSE TO ADEQUATE COURSES OF 
STANDARD ANTIPSYCHOTIC DRUG TREATMENT, OR (2) FOR REDUCING THE 
RISK OF RECURRENT SUICIDAL BEHAVIOR IN PATIENTS WITH SCHIZOPHRENIA 
OR SCHIZOAFFECTIVE DISORDER WHO ARE JUDGED TO BE AT RISK OF 
RE-EXPERIENCING SUICIDAL BEHAVIOR.
PATIENTS BEING TREATED WITH CLOZAPINE MUST HAVE A BASELINE WHITE 
BLOOD CELL (WBC) COUNT AND ABSOLUTE NEUTROPHIL COUNT (ANC) 
BEFORE INITIATION OF TREATMENT AS WELL AS REGULAR WBC COUNTS 
AND ANCs DURING TREATMENT AND FOR AT LEAST 4 WEEKS AFTER 
DISCONTINUATION OF TREATMENT (SEE WARNINGS).
CLOZAPINE IS AVAILABLE ONLY THROUGH A DISTRIBUTION SYSTEM THAT 
ENSURES MONITORING OF WBC COUNT AND ANC ACCORDING TO THE 
SCHEDULE DESCRIBED BELOW PRIOR TO DELIVERY OF THE NEXT SUPPLY OF 
MEDICATION (SEE WARNINGS).
2. SEIZURES
SEIZURES HAVE BEEN ASSOCIATED WITH THE USE OF CLOZAPINE. DOSE 
APPEARS TO BE AN IMPORTANT PREDICTOR OF SEIZURE, WITH A GREATER 
LIKELIHOOD AT HIGHER CLOZAPINE DOSES. CAUTION SHOULD BE USED WHEN 
ADMINISTERING CLOZAPINE TO PATIENTS HAVING A HISTORY OF SEIZURES 
OR OTHER PREDISPOSING FACTORS. PATIENTS SHOULD BE ADVISED NOT TO 
ENGAGE IN ANY ACTIVITY WHERE SUDDEN LOSS OF CONSCIOUSNESS COULD 
CAUSE SERIOUS RISK TO THEMSELVES OR OTHERS (SEE WARNINGS).
3. MYOCARDITIS
ANALYSES OF POSTMARKETING SAFETY DATABASES SUGGEST THAT 
CLOZAPINE IS ASSOCIATED WITH AN INCREASED RISK OF FATAL 
MYOCARDITIS, ESPECIALLY DURING, BUT NOT LIMITED TO, THE 
FIRST MONTH OF THERAPY. IN PATIENTS IN WHOM MYOCARDITIS 
IS SUSPECTED, CLOZAPINE TREATMENT SHOULD BE PROMPTLY 
DISCONTINUED (SEE WARNINGS).
4. OTHER ADVERSE CARDIOVASCULAR AND RESPIRATORY EFFECTS
ORTHOSTATIC HYPOTENSION, WITH OR WITHOUT SYNCOPE, CAN OCCUR 
WITH CLOZAPINE TREATMENT. RARELY, COLLAPSE CAN BE PROFOUND 
AND BE ACCOMPANIED BY RESPIRATORY AND/OR CARDIAC ARREST. 
ORTHOSTATIC HYPOTENSION IS MORE LIKELY TO OCCUR DURING 
INITIAL TITRATION IN ASSOCIATION WITH RAPID DOSE ESCALATION. 
IN PATIENTS WHO HAVE HAD EVEN A BRIEF INTERVAL OFF CLOZAPINE, 
i.e., 2 OR MORE DAYS SINCE THE LAST DOSE, TREATMENT SHOULD BE 
STARTED WITH 12.5 mg ONCE OR TWICE DAILY (SEE WARNINGS and 
DOSAGE AND ADMINISTRATION).
SINCE COLLAPSE, RESPIRATORY ARREST AND CARDIAC ARREST DURING 
INITIAL TREATMENT HAS OCCURRED IN PATIENTS WHO WERE BEING 
ADMINISTERED BENZODIAZEPINES OR OTHER PSYCHOTROPIC DRUGS, 
CAUTION IS ADVISED WHEN CLOZAPINE IS INITIATED IN PATIENTS TAKING A 
BENZODIAZEPINE OR ANY OTHER PSYCHOTROPIC DRUG (SEE WARNINGS).
5. INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED 
PSYCHOSIS
ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS TREATED WITH 
ANTIPSYCHOTIC DRUGS ARE AT AN INCREASED RISK OF DEATH COMPARED 
TO PLACEBO. ANALYSES OF SEVENTEEN PLACEBO-CONTROLLED TRIALS 
(MODAL DURATION OF 10 WEEKS), LARGELY IN PATIENTS TAKING ATYPICAL 
ANTIPSYCHOTIC DRUGS, REVEALED A RISK OF DEATH IN THE DRUG-TREATED 
PATIENTS OF BETWEEN 1.6 TO 1.7 TIMES THAT SEEN IN PLACEBO-TREATED 
PATIENTS. OVER THE COURSE OF A TYPICAL 10 WEEK CONTROLLED TRIAL, THE 
RATE OF DEATH IN DRUG-TREATED PATIENTS WAS ABOUT 4.5%, COMPARED TO A 
RATE OF ABOUT 2.6% IN THE PLACEBO GROUP. ALTHOUGH THE CAUSES OF DEATH 
WERE VARIED, MOST OF THE DEATHS APPEARED TO BE EITHER CARDIOVASCULAR 
(e.g., HEART FAILURE, SUDDEN DEATH) OR INFECTIOUS (e.g., PNEUMONIA) 
IN NATURE. OBSERVATIONAL STUDIES SUGGEST THAT, SIMILAR TO ATYPICAL 
ANTIPSYCHOTIC DRUGS, TREATMENT WITH CONVENTIONAL ANTIPSYCHOTIC 
DRUGS MAY INCREASE MORTALITY. THE EXTENT TO WHICH THE FINDINGS OF 
INCREASED MORTALITY IN OBSERVATIONAL STUDIES MAY BE ATTRIBUTED TO 
THE ANTIPSYCHOTIC DRUG AS OPPOSED TO SOME CHARACTERISTIC(S) OF THE 
PATIENTS IS NOT CLEAR. CLOZAPINE IS NOT APPROVED FOR THE TREATMENT OF 
PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS.

CONTRAINDICATIONS
Clozapine is contraindicated in patients with a previous hypersensitivity 
to clozapine or any other component of this drug, in patients with 
myeloproliferative disorders, uncontrolled epilepsy, paralytic ileus, or a history 
of clozapine-induced agranulocytosis or severe granulocytopenia. As with 
more typical antipsychotic drugs, clozapine is contraindicated in severe central 
nervous system depression or comatose states from any cause.
Clozapine should not be used simultaneously with other agents having a well-
known potential to cause agranulocytosis or otherwise suppress bone marrow 
function. The mechanism of clozapine-induced agranulocytosis is unknown; 
nonetheless, it is possible that causative factors may interact synergistically to 
increase the risk and/or severity of bone marrow suppression.
WARNINGS
General
INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED 
PSYCHOSIS
ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS TREATED WITH 
ANTIPSYCHOTIC DRUGS ARE AT AN INCREASED RISK OF DEATH COMPARED 
TO PLACEBO. CLOZAPINE IS NOT APPROVED FOR THE TREATMENT OF 
PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS (SEE BOXED WARNING).
AGRANULOCYTOSIS
BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTENTIALLY 
LIFE-THREATENING ADVERSE EVENT (SEE FOLLOWING), CLOZAPINE SHOULD 
BE RESERVED FOR USE IN THE FOLLOWING INDICATIONS: 1) FOR TREATMENT 
OF SEVERELY ILL SCHIZOPHRENIC PATIENTS WHO FAIL TO SHOW AN 
ACCEPTABLE RESPONSE TO ADEQUATE COURSES OF STANDARD DRUG 
TREATMENT FOR SCHIZOPHRENIA, EITHER BECAUSE OF INSUFFICIENT 
EFFECTIVENESS OR THE INABILITY TO ACHIEVE AN EFFECTIVE DOSE DUE 
TO INTOLERABLE ADVERSE EFFECTS FROM THOSE DRUGS. CONSEQUENTLY, 
BEFORE INITIATING TREATMENT WITH CLOZAPINE, IT IS STRONGLY 
RECOMMENDED THAT A PATIENT BE GIVEN AT LEAST 2 TRIALS, EACH 
WITH A DIFFERENT STANDARD DRUG PRODUCT FOR SCHIZOPHRENIA, 
AT AN ADEQUATE DOSE, AND FOR AN ADEQUATE DURATION. 2) FOR 
REDUCING THE RISK FOR RECURRENT SUICIDAL BEHAVIOR IN PATIENTS 
WITH SCHIZOPHRENIA OR SCHIZOAFFECTIVE DISORDER WHO ARE JUDGED 
TO BE AT RISK OF RE-EXPERIENCING SUICIDAL BEHAVIOR.
CLOZAPINE IS AVAILABLE ONLY THROUGH A DISTRIBUTION SYSTEM THAT 
ENSURES MONITORING OF WHITE BLOOD CELL (WBC) COUNT AND ABSOLUTE 
NEUTROPHIL COUNT (ANC) ACCORDING TO THE SCHEDULE DESCRIBED 
BELOW PRIOR TO DELIVERY OF THE NEXT SUPPLY OF MEDICATION.
AS DESCRIBED IN TABLE 1, PATIENTS WHO ARE BEING TREATED WITH 
CLOZAPINE MUST HAVE A BASELINE WBC COUNT AND ANC BEFORE 
INITIATION OF TREATMENT, AND A WBC COUNT AND ANC EVERY 
WEEK FOR THE FIRST 6 MONTHS.  THEREAFTER, IF ACCEPTABLE WBC 
COUNTS AND ANC (WBC ≥3500/mm3 and ANC ≥2000/mm3) HAVE BEEN 
MAINTAINED DURING THE FIRST 6 MONTHS OF CONTINUOUS THERAPY, 
WBC COUNTS AND ANC CAN BE MONITORED EVERY 2 WEEKS FOR THE 
NEXT 6 MONTHS. THEREAFTER, IF ACCEPTABLE WBC COUNTS AND ANC 
(WBC ≥3500/mm3 and ANC ≥2000/mm3) HAVE BEEN MAINTAINED DURING THE 
SECOND 6 MONTHS OF CONTINUOUS THERAPY, WBC COUNT AND ANC CAN 
BE MONITORED EVERY 4 WEEKS.
WHEN TREATMENT WITH CLOZAPINE IS DISCONTINUED (REGARDLESS OF 
THE REASON), WBC COUNT AND ANC MUST BE MONITORED WEEKLY FOR 
AT LEAST 4 WEEKS FROM THE DAY OF DISCONTINUATION OR UNTIL WBC 
≥3500/mm3 AND ANC ≥2000/mm3.
Agranulocytosis
Background
Agranulocytosis, defined as an ANC of less than 500/mm3, has been estimated 
to occur in association with clozapine use at a cumulative incidence at 1 year 
of approximately 1.3%, based on the occurrence of 15 U.S. cases out of 1,743 
patients exposed to clozapine during its clinical testing prior to domestic 
marketing. All of these cases occurred at a time when the need for close 
monitoring of WBC counts was already recognized. Agranulocytosis could 
prove fatal if not detected early and therapy interrupted. Of the 149 cases of 
agranulocytosis reported worldwide in association with clozapine use as of 
December 31, 1989, 32% were fatal. However, few of these deaths occurred 
since 1977, at which time the knowledge of clozapine-induced agranulocytosis 
became more widespread, and close monitoring of WBC counts more 
widely practiced. In the U.S., under a weekly WBC count monitoring 
system with clozapine, there have been 585 cases of agranulocytosis as of 
August 21, 1997; 19 were fatal (3%). During this period 150,409 patients 
received clozapine. A hematologic risk analysis was conducted based upon 
the available information in the Clozaril® National Registry (CNR) for U.S. 
patients. Based upon a cut-off date of April 30, 1995, the incidence rates 
of agranulocytosis based upon a weekly monitoring schedule, rose steeply 
during the first two months of therapy, peaking in the third month. Among 
clozapine patients who continued the drug beyond the third month, the weekly 
incidence of agranulocytosis fell to a substantial degree. After six months, 
the weekly incidence of agranulocytosis declines still further, however, 
it never reaches zero. It should be noted that any type of reduction in the 
frequency of monitoring WBC counts may result in an increased incidence 
of agranulocytosis.
Risk Factors
Experience from clinical development, as well as from examples in the 
medical literature, suggest that patients who have developed agranulocytosis 
during clozapine therapy are at increased risk of subsequent episodes of 
agranulocytosis. Analysis of WBC count data from the Clozaril® National Registry 

also suggests that patients who have an initial episode of moderate leukopenia 
(3000/mm3 >WBC ≥2000/mm3) are at an increased risk of subsequent episodes 
of agranulocytosis. Except for bone marrow suppression during initial clozapine 
therapy, there are no other established risk factors, based on world-wide 
experience, for the development of agranulocytosis in association with clozapine 
use. However, a disproportionate number of the U.S. cases of agranulocytosis 
occurred in patients of Jewish background compared to the overall proportion 
of such patients exposed during domestic development of clozapine. Most of 
the U.S. cases of agranulocytosis occurred within 4 to 10 weeks of exposure but 
neither dose nor duration is a reliable predictor of this problem. Agranulocytosis 
associated with other antipsychotic drugs has been reported to occur with a 
greater frequency in women, the elderly, and in patients who are cachectic or have 
a serious underlying medical illness; such patients may also be at particular risk 
with clozapine, although this has not been definitely demonstrated.
WBC Count and ANC Monitoring Schedule
Table 1 provides a summary of the frequency of monitoring that should occur 
based on various stages of therapy (e.g., initiation of therapy) or results from 
WBC count and ANC monitoring tests (e.g., moderate leukopenia). The text that 
follows should be consulted for additional details regarding the treatment of 
patients under the various conditions (e.g., severe leukopenia).
Patients should be advised to report immediately the appearance of lethargy, 
weakness, fever, sore throat or any other signs of infection occurring at any 
time during clozapine therapy. Such patients should have a WBC count and 
ANC performed promptly.

Table 1. Frequency of Monitoring based on Stage of Therapy or Results 
from WBC Count and ANC Monitoring Tests

Situation Hematological Values 
for Monitoring

Frequency of WBC and 
ANC Monitoring

Initiation of therapy WBC ≥3500/mm3

ANC ≥2000/mm3

Note: Do not initiate in 
patients with 1) history 
of myeloproliferative 
disorder or 2) clozapine-
induced agranulocytosis 
or granulocytopenia

Weekly for 6 months

6 months to 12 
months of therapy

All results for 
WBC ≥3500/mm3 and 
ANC ≥2000/mm3

Every 2 weeks for 
6 months

12 months of therapy All results for 
WBC ≥3500/mm3 and 
ANC ≥2000/mm3

Every 4 weeks ad 
infinitum

Immature forms 
present

N/A Repeat WBC and ANC

Discontinuation of 
Therapy

N/A Weekly for at least 
4 weeks from day of 
discontinuation or until 
WBC ≥3500/mm3 and 
ANC >2000/mm3

Substantial drop in 
WBC or ANC

Single Drop or 
cumulative drop 
within 3 weeks of 
WBC ≥3000/mm3 or 
ANC ≥1500/mm3

1. Repeat WBC and ANC
2.  If repeat values are 

3000/mm3 ≤WBC  
≤3500/mm3 and ANC 
<2000/mm3, then 
monitor twice weekly

Mild Leukopenia 

----------------------
Mild Granulocytopenia

3500/mm3 >WBC 
≥3000/mm3

and/or

2000/mm3 >ANC 
≥1500/mm3

Twice weekly until 
WBC >3500/mm3 and 
ANC >2000/mm3 then 
return to previous 
monitoring frequency

Moderate Leukopenia

----------------------
Moderate 
Granulocytopenia

3000/mm3 >WBC 
≥2000/mm3

and/or

1500/mm3 >ANC 
≥1000/mm3

1.  Interrupt therapy
2.  Daily until 

WBC >3000/mm3 and 
ANC >1500/mm3

3.  Twice-weekly until 
WBC >3500/mm3 and 
ANC >2000/mm3

4.  May rechallenge when 
WBC >3500/mm3 and  
ANC >2000/mm3

5.  If rechallenged, monitor 
weekly for 1 year before 
returning to the usual 
monitoring schedule 
of every 2 weeks for 
6 months and then 
every 4 weeks ad 
infinitum

Severe Leukopenia
----------------------
Severe 
Granulocytopenia

WBC <2000/mm3

and/or
ANC <1000/mm3

1.  Discontinue treatment 
and do not rechallenge 
patient

2.  Monitor until normal 
and for at least 
4 weeks from day of 
discontinuation as 
follows:

WBC >3000/mm3 and 
ANC >1500/mm3

WBC >3500/mm3 and 
ANC >2000/mm3

WBC >3500/mm3

Agranulocytosis ANC ≤500/mm3 1.  Discontinue treatment 
and do not rechallenge 
patient

2.  Monitor until normal and 
for at least 4 weeks from 
day of discontinuation 
as follows:

WBC >3000/mm3 and 
ANC >1500/mm3

WBC >3500/mm3 and 
ANC >2000/mm3

WBC >3500/mm3

*WBC = white blood cell count; ANC = absolute neutrophil count
Decrements in WBC Count and/or ANC
Consult Table 1 above to determine how to monitor patients who experience 
decrements in WBC count and ANC at any point during treatment. Additionally, 
patients should be carefully monitored for flu-like symptoms or other 
symptoms suggestive of infection.
Non-Rechallengeable Patients
If the total WBC count falls below 2000/mm3 or the ANC falls below 
1000/mm3, bone marrow aspiration should be considered to ascertain 
granulopoietic status and patients should not be rechallenged with 
clozapine. Protective isolation with close observation may be indicated if 
granulopoiesis is determined to be deficient. Should evidence of infection 
develop, the patient should have appropriate cultures performed and an 
appropriate antibiotic regimen instituted.
Patients discontinued from clozapine therapy due to significant granulopoietic 
suppression have been found to develop agranulocytosis upon rechallenge, 
often with a shorter latency on re-exposure. To reduce the chances of 
rechallenge occurring in patients who have experienced significant bone 
marrow suppression during clozapine therapy, a single, national master file 
(i.e., Non-rechallengeable Database) is maintained confidentially.
Treatment of Rechallengeable Patients
Patients may be rechallenged with clozapine if their WBC count does 
not fall below 2000/mm3 and the ANC does not fall below 1000/mm3. 
However, analysis of data from the Clozaril® National Registry suggests 
that patients who have an initial episode of moderate leukopenia 
(3000/mm3 >WBC ≥2000/mm3) have up to a 12 fold increased risk of having a 
subsequent episode of agranulocytosis when rechallenged compared to the full 
cohort of patients treated with clozapine. Although clozapine therapy may 
be resumed if no symptoms of infection develop, and when the WBC count 
rises above 3500/mm3 and the ANC rises above 2000/mm3, prescribers are 
strongly advised to consider whether the benefit of continuing clozapine 
treatment outweighs the increased risk of agranulocytosis.
Analyses of the Clozaril® National Registry have shown an increased risk 
of having a subsequent episode of granulopoietic suppression up to a year 
after recovery from the initial episode. Therefore, as noted in Table 1 above, 
patients must undergo weekly WBC count and ANC monitoring for one year 
following recovery from an episode of moderate leukopenia and/or moderate 
granulocytopenia regardless of when the episode develops. If acceptable 
WBC counts and ANC (WBC ≥3500/mm3 and ANC ≥2000/mm3) have been 
maintained during the year of weekly monitoring, WBC counts can be 
monitored every 2 weeks for the next 6 months. If acceptable WBC counts and 
ANC (WBC ≥3500/mm3 and ANC ≥2000/mm3) continue to be maintained during 
the 6 months of every 2 week monitoring, WBC counts can be monitored every 
4 weeks thereafter, ad infinitum.
Interruptions in Therapy
Figure 2 provides instructions regarding reinitiating therapy and 
subsequently the frequency of WBC count and ANC monitoring after a period 
of interruption.

Figure 2. Resuming Monitoring Frequency after Interruption In Therapy.
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Eosinophilia
In clinical trials, 1% of patients developed eosinophilia, which, in rare cases, 
can be substantial. If a differential count reveals a total eosinophil count above 
4,000/mm3, clozapine therapy should be interrupted until the eosinophil count 
falls below 3,000/mm3.
Seizures
Seizure has been estimated to occur in association with clozapine use at 
a cumulative incidence at one year of approximately 5%, based on the 
occurrence of one or more seizures in 61 of 1,743 patients exposed to 
clozapine during its clinical testing prior to domestic marketing (i.e., a crude 
rate of 3.5%). Dose appears to be an important predictor of seizure, with a 
greater likelihood of seizure at the higher clozapine doses used.
Caution should be used in administering clozapine to patients having a 
history of seizures or other predisposing factors. Because of the substantial 
risk of seizure associated with clozapine use, patients should be advised 
not to engage in any activity where sudden loss of consciousness could 
cause serious risk to themselves or others, e.g., the operation of complex 
machinery, driving an automobile, swimming, climbing, etc.
Myocarditis
Post-marketing surveillance data from four countries that employ hematological 
monitoring of clozapine-treated patients revealed: 30 reports of myocarditis 
with 17 fatalities in 205,493 U.S. patients (August 2001); 7 reports of 
myocarditis with 1 fatality in 15,600 Canadian patients (April 2001); 30 reports 
of myocarditis with 8 fatalities in 24,108 U.K. patients (August 2001); 15 reports 
of myocarditis with 5 fatalities in 8,000 Australian patients (March 1999). These 
reports represent an incidence of 5.0, 16.3, 43.2, and 96.6 cases/100,000 
patient-years, respectively. The number of fatalities represent an incidence of 
2.8, 2.3, 11.5, and 32.2 cases/100,000 patient-years, respectively.
The overall incidence rate of myocarditis in patients with 
schizophrenia treated with antipsychotic agents is unknown. However, 
for the established market economies (WHO), the incidence of 
myocarditis is 0.3 cases/100,000 patient-years and the fatality rate is 
0.2 cases/100,000 patient-years. Therefore, the rate of myocarditis in 
clozapine-treated patients appears to be 17 to 322 times greater than 
the general population and is associated with an increased risk of fatal 
myocarditis that is 14 to 161 times greater than the general population.
The total reports of myocarditis for these four countries was 82 of which 
51 (62%) occurred within the first month of clozapine treatment, 25 (31%) 
occurred after the first month of therapy and 6 (7%) were unknown. The 
median duration of treatment was 3 weeks. Of 5 patients rechallenged with 
clozapine, 3 had a recurrence of myocarditis. Of the 82 reports, 31 (38%) 
were fatal and 25 patients who died had evidence of myocarditis at autopsy. 
These data also suggest that the incidence of fatal myocarditis may be 
highest during the first month of therapy.
Therefore, the possibility of myocarditis should be considered in patients 
receiving clozapine who present with unexplained fatigue, dyspnea, 
tachypnea, fever, chest pain, palpitations, other signs or symptoms of heart 
failure, or electrocardiographic findings such as ST-T wave abnormalities 
or arrhythmias. It is not known whether eosinophilia is a reliable predictor 
of myocarditis. Tachycardia, which has been associated with clozapine 
treatment, has also been noted as a presenting sign in patients with 
myocarditis. Therefore, tachycardia during the first month of therapy 
warrants close monitoring for other signs of myocarditis.
Prompt discontinuation of clozapine treatment is warranted upon suspicion 
of myocarditis. Patients with clozapine-related myocarditis should not be 
rechallenged with clozapine.
Other Adverse Cardiovascular and Respiratory Effects
Orthostatic hypotension with or without syncope can occur with clozapine 
treatment and may represent a continuing risk in some patients. Rarely 
(approximately 1 case per 3,000 patients), collapse can be profound and be 
accompanied by respiratory and/or cardiac arrest. Orthostatic hypotension 
is more likely to occur during initial titration in association with rapid dose 
escalation and may even occur on first dose. In one report, initial doses 
as low as 12.5 mg were associated with collapse and respiratory arrest. 
When restarting patients who have had even a brief interval off clozapine, 
i.e., 2 days or more since the last dose, it is recommended that treatment 
be reinitiated with one-half of a 25 mg tablet (12.5 mg) once or twice daily 
(see DOSAGE AND ADMINISTRATION).
Some of the cases of collapse/respiratory arrest/cardiac arrest during initial 
treatment occurred in patients who were being administered benzodiazepines; 
similar events have been reported in patients taking other psychotropic 
drugs or even clozapine by itself. Although it has not been established that 
there is an interaction between clozapine and benzodiazepines or other 
psychotropics, caution is advised when clozapine is initiated in patients taking 
a benzodiazepine or any other psychotropic drug.
Tachycardia, which may be sustained, has also been observed in approximately 
25% of patients taking clozapine, with patients having an average increase in 
pulse rate of 10 to 15 bpm. The sustained tachycardia is not simply a reflex 
response to hypotension, and is present in all positions monitored. Either 
tachycardia or hypotension may pose a serious risk for an individual with 
compromised cardiovascular function.
A minority of clozapine-treated patients experience ECG repolarization changes 
similar to those seen with other antipsychotic drugs, including S-T segment 
depression and flattening or inversion of T waves, which all normalize after 
discontinuation of clozapine. The clinical significance of these changes is unclear. 
However, in clinical trials with clozapine, several patients experienced significant 
cardiac events, including ischemic changes, myocardial infarction, arrhythmias, 
and sudden death. In addition there have been postmarketing reports of congestive 
heart failure, pericarditis, and pericardial effusions. Causality assessment was 
difficult in many of these cases because of serious preexisting cardiac disease and 
plausible alternative causes. Rare instances of sudden death have been reported in 
psychiatric patients, with or without associated antipsychotic drug treatment, and 
the relationship of these events to antipsychotic drug use is unknown.
Clozapine should be used with caution in patients with known cardiovascular 
and/or pulmonary disease, and the recommendation for gradual titration of dose 
should be carefully observed.
Hyperglycemia and Diabetes Mellitus
Hyperglycemia, in some cases extreme and associated with ketoacidosis or 
hyperosmolar coma or death, has been reported in patients treated with atypical 
antipsychotics including clozapine. Assessment of the relationship between 
atypical antipsychotic use and glucose abnormalities is complicated by the 
possibility of an increased background risk of diabetes mellitus in patients 
with schizophrenia and the increasing incidence of diabetes mellitus in the 
general population. Given these confounders, the relationship between atypical 

antipsychotic use and hyperglycemia-related adverse events is not completely 
understood. However, epidemiological studies suggest an increased risk of 
treatment-emergent hyperglycemia-related adverse events in patients treated 
with the 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 regularly for worsening of glucose 
control. Patients with risk factors for diabetes mellitus (e.g., obesity, family history 
of diabetes) who are starting treatment with atypical antipsychotics should undergo 
fasting blood glucose testing at the beginning of treatment and periodically during 
treatment. Any patient treated with atypical antipsychotics should be monitored 
for symptoms of hyperglycemia including polydipsia, polyuria, polyphagia, and 
weakness. Patients who develop symptoms of hyperglycemia during treatment 
with atypical antipsychotics should undergo fasting blood glucose testing. In 
some cases, hyperglycemia has resolved when the atypical antipsychotic was 
discontinued; however, some patients required continuation of anti-diabetic 
treatment despite discontinuation of the suspect drug.
Neuroleptic Malignant Syndrome (NMS)
A potentially fatal symptom complex sometimes referred to as Neuroleptic 
Malignant Syndrome (NMS) has been reported in association with antipsychotic 
drugs. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered 
mental status, and evidence of autonomic instability (irregular pulse or blood 
pressure, tachycardia, diaphoresis, and cardiac dysrhythmias).
The diagnostic evaluation of patients with this syndrome is complicated. In 
arriving at a diagnosis, it is important to identify cases where the clinical 
presentation includes both serious medical illness (e.g., pneumonia, systemic 
infection, etc.) and untreated or inadequately treated extrapyramidal signs and 
symptoms (EPS). Other important considerations in the differential diagnosis 
include central anticholinergic toxicity, heat stroke, drug fever, and primary 
central nervous system (CNS) pathology.
The management of NMS should include 1) immediate discontinuation of 
antipsychotic drugs and other drugs not essential to concurrent therapy, 2) 
intensive symptomatic treatment and medical monitoring, and 3) treatment of 
any concomitant serious medical problems for which specific treatments are 
available. There is no general agreement about specific pharmacological 
treatment regimens for uncomplicated NMS.
If a patient requires antipsychotic drug treatment after recovery from NMS, 
the potential reintroduction of drug therapy should be carefully considered. 
The patient should be carefully monitored, since recurrences of NMS have 
been reported.
There have been several reported cases of NMS in patients receiving clozapine 
alone or in combination with lithium or other CNS-active agents.
Tardive Dyskinesia
A syndrome consisting of potentially irreversible, involuntary, dyskinetic 
movements may develop in patients treated with antipsychotic drugs. Although 
the prevalence of the syndrome appears to be highest among the elderly, 
especially elderly women, it is impossible to rely upon prevalence estimates 
to predict, at the inception of treatment, which patients are likely to develop 
the syndrome.
There are several reasons for predicting that clozapine may be different from 
other antipsychotic drugs in its potential for inducing tardive dyskinesia, 
including the preclinical finding that it has a relatively weak dopamine-blocking 
effect and the clinical finding of a low incidence of certain acute extrapyramidal 
symptoms, e.g., dystonia. A few cases of tardive dyskinesia have been reported 
in patients on clozapine who had been previously treated with other antipsychotic 
agents, so that a causal relationship cannot be established. There have been 
no reports of tardive dyskinesia directly attributable to clozapine alone. 
Nevertheless, it cannot be concluded, without more extended experience, that 
clozapine is incapable of inducing this syndrome.
Both the risk of developing the syndrome and the likelihood that it will become 
irreversible are believed to increase as the duration of treatment and the total 
cumulative dose of antipsychotic drugs administered to the patient increase. 
However, the syndrome can develop, although much less commonly, after 
relatively brief treatment periods at low doses. There is no known treatment 
for established cases of tardive dyskinesia, although the syndrome may 
remit, partially or completely, if antipsychotic drug treatment is withdrawn. 
Antipsychotic drug treatment, itself, however, may suppress (or partially 
suppress) the signs and symptoms of the syndrome and thereby may possibly 
mask the underlying process. The effect that symptom suppression has upon 
the long-term course of the syndrome is unknown.
Given these considerations, clozapine should be prescribed in a manner that 
is most likely to minimize the occurrence of tardive dyskinesia. As with any 
antipsychotic drug, chronic clozapine use should be reserved for patients who 
appear to be obtaining substantial benefit from the drug. In such patients, the 
smallest dose and the shortest duration of treatment should be sought. The 
need for continued treatment should be reassessed periodically.
If signs and symptoms of tardive dyskinesia appear in a patient on clozapine, 
drug discontinuation should be considered. However, some patients may 
require treatment with clozapine despite the presence of the syndrome.
PRECAUTIONS
General
Because of the significant risk of agranulocytosis and seizure, both of which 
present a continuing risk over time, the extended treatment of patients failing 
to show an acceptable level of clinical response should ordinarily be avoided. 
In addition, the need for continuing treatment in patients exhibiting beneficial 
clinical responses should be periodically re-evaluated. Although it is not known 
whether the risk would be increased, it is prudent either to avoid clozapine or 
use it cautiously in patients with a previous history of agranulocytosis induced 
by other drugs.
Cardiomyopathy
Cases of cardiomyopathy have been reported in patients treated with 
clozapine. The reporting rate for cardiomyopathy in clozapine-treated patients 
in the U.S. (8.9 per 100,000 person-years) was similar to an estimate of the 
cardiomyopathy incidence in the U.S. general population derived from the 
1999 National Hospital Discharge Survey data (9.7 per 100,000 person-years). 
Approximately 80% of clozapine-treated patients in whom cardiomyopathy 
was reported were less than 50 years of age; the duration of treatment with 
clozapine prior to cardiomyopathy diagnosis varied, but was >6 months in 65% 
of the reports. Dilated cardiomyopathy was most frequently reported, although 
a large percentage of reports did not specify the type of cardiomyopathy. Signs 
and symptoms suggestive of cardiomyopathy, particularly exertional dyspnea, 
fatigue, orthopnea, paroxysmal nocturnal dyspnea, and peripheral edema 
should alert the clinician to perform further investigations. If the diagnosis of 
cardiomyopathy is confirmed, the prescriber should discontinue clozapine unless 
the benefit to the patient clearly outweighs the risk.
Fever
During clozapine therapy, patients may experience transient temperature 
elevations above 100.4°F (38°C), with the peak incidence within the first 3 
weeks of treatment. While this fever is generally benign and self-limiting, it may 
necessitate discontinuing patients from treatment. On occasion, there may be 
an associated increase or decrease in WBC count. Patients with fever should 
be carefully evaluated to rule out the possibility of an underlying infectious 
process or the development of agranulocytosis. In the presence of high fever, 
the possibility of Neuroleptic Malignant Syndrome (NMS) must be considered. 
There have been several reports of NMS in patients receiving clozapine, usually in 
combination with lithium or other CNS-active drugs. (see Neuroleptic Malignant 
Syndrome [NMS], under WARNINGS).
Pulmonary Embolism
The possibility of pulmonary embolism should be considered in patients receiving 
clozapine who present with deep vein thrombosis, acute dyspnea, chest pain 
or with other respiratory signs and symptoms. As of December 31, 1993, there 
were 18 cases of fatal pulmonary embolism in association with clozapine therapy 
in users 10 to 54 years of age. Based upon the extent of use observed in the 
Clozaril® National Registry, the mortality rate associated with pulmonary embolus 
was 1 death per 3,450 person-years of use. This rate was about 27.5 times higher 
than that in the general population of a similar age and gender (95% Confidence 
Interval; 17.1, 42.2). Deep vein thrombosis has also been observed in association 
with clozapine therapy. Whether pulmonary embolus can be attributed to clozapine 
or some characteristic(s) of its users is not clear, but the occurrence of deep vein 
thrombosis or respiratory symptomatology should suggest its presence.
Hepatitis
Caution is advised in patients using clozapine who have concurrent hepatic 
disease. Hepatitis has been reported in both patients with normal and preexisting 
liver function abnormalities. In patients who develop nausea, vomiting, and/or 
anorexia during clozapine treatment, liver function tests should be performed 
immediately. If the elevation of these values is clinically relevant or if symptoms 
of jaundice occur, treatment with clozapine should be discontinued.
Anticholinergic Toxicity
Eye
Clozapine has potent anticholinergic effects and care should be exercised in 
using this drug in the presence of narrow angle glaucoma.
Gastrointestinal
Clozapine use has been associated with varying degrees of impairment of 
intestinal peristalsis, ranging from constipation to intestinal obstruction, fecal 
impaction and paralytic ileus (see ADVERSE REACTIONS). On rare occasions, 
these cases have been fatal. Constipation should be initially treated by ensuring 
adequate hydration, and use of ancillary therapy such as bulk laxatives. 
Consultation with a gastroenterologist is advisable in more serious cases.
Prostate
Clozapine has potent anticholinergic effects and care should be exercised in 
using this drug in the presence of prostatic enlargement.
Interference with Cognitive and Motor Performance
Because of initial sedation, clozapine may impair mental and/or physical 
abilities, especially during the first few days of therapy. The recommendations 
for gradual dose escalation should be carefully adhered to, and patients 
cautioned about activities requiring alertness.
Use in Patients with Concomitant Illness
Clinical experience with clozapine in patients with concomitant systemic 
diseases is limited. Nevertheless, caution is advisable in using clozapine in 
patients with renal or cardiac disease.
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Use in Patients Undergoing General Anesthesia
Caution is advised in patients being administered general anesthesia because 
of the CNS effects of clozapine. Check with the anesthesiologist regarding 
continuation of clozapine therapy in a patient scheduled for surgery.
Information for Patients
Physicians are advised to discuss the following issues with patients for whom 
they prescribe clozapine:
- Patients who are to receive clozapine should be warned about the significant 
risk of developing agranulocytosis. Patients should be advised to report 
immediately the appearance of lethargy, weakness, fever, sore throat, malaise, 
mucous membrane ulceration or other possible signs of infection. Particular 
attention should be paid to any flu-like complaints or other symptoms that 
might suggest infection.

through a special program designed to ensure the required blood monitoring 
in order to reduce the risk of developing agranulocytosis. Patients should be 
informed that their WBC count and ANC will be monitored as follows:

Weekly blood tests are required for the first 6 months.
If acceptable WBC counts and ANCs (WBC ≥3500/mm3 and 
ANC ≥2000/mm3) have been maintained during the first 6 months of 
continuous therapy, then WBC counts and ANCs can be monitored every 2 
weeks for the next 6 months.
Thereafter, if acceptable WBC counts and ANCs have been maintained 
during the second 6 months of continuous therapy, WBC counts and ANCs 
can be monitored every 4 weeks.

- Patients should be informed of the significant risk of seizure during clozapine 
treatment, and they should be advised to avoid driving and any other potentially 
hazardous activity while taking clozapine.
- Patients should be advised of the risk of orthostatic hypotension, especially 
during the period of initial dose titration.
- Patients should be informed that if they miss taking clozapine for more than 
2 days, they should not restart their medication at the same dosage, but should 
contact their physician for dosing instructions.
- Patients should notify their physician if they are taking, or plan to take, any 
prescription or over-the-counter drugs or alcohol.
- Patients should notify their physician if they become pregnant or intend to 
become pregnant during therapy.
- Patients should not breast-feed an infant if they are taking clozapine.
Drug Interactions
The risks of using clozapine in combination with other drugs have not been 
systematically evaluated.
Pharmacodynamic-Related Interactions
The mechanism of clozapine-induced agranulocytosis is unknown; nonetheless, 
the possibility that causative factors may interact synergistically to increase 
the risk and/or severity of bone marrow suppression warrants consideration. 
Therefore, clozapine should not be used with other agents having a well-known 
potential to suppress bone marrow function.
Given the primary CNS effects of clozapine, caution is advised in using it 
concomitantly with other CNS-active drugs or alcohol.
Orthostatic hypotension in patients taking clozapine can, in rare cases 
(approximately 1 case per 3,000 patients), be accompanied by profound collapse 
and respiratory and/or cardiac arrest. Some of the cases of collapse/respiratory 
arrest/cardiac arrest during initial treatment occurred in patients who were being 
administered benzodiazepines; similar events have been reported in patients taking 
other psychotropic drugs or even clozapine by itself. Although it has not been 
established that there is an interaction between clozapine and benzodiazepines or 
other psychotropics, caution is advised when clozapine is initiated in patients taking 
a benzodiazepine or any other psychotropic drug.
Clozapine may potentiate the hypotensive effects of antihypertensive drugs 
and the anticholinergic effects of atropine-type drugs. The administration of 
epinephrine should be avoided in the treatment of drug-induced hypotension 
because of a possible reverse epinephrine effect.
Pharmacokinetic-Related Interactions
Clozapine is a substrate for many CYP 450 isozymes, in particular 1A2, 2D6, and 
3A4. The risk of metabolic interactions caused by an effect on an individual isoform 
is therefore minimized. Nevertheless, caution should be used in patients receiving 
concomitant treatment with other drugs that are either inhibitors or inducers of 
these enzymes.
Concomitant administration of drugs known to induce cytochrome P450 
enzymes may decrease the plasma levels of clozapine. Phenytoin, nicotine, 
and rifampin may decrease clozapine plasma levels, resulting in a decrease in 
effectiveness of a previously effective clozapine dose.
Concomitant administration of drugs known to inhibit the activity of cytochrome 
P450 isozymes may increase the plasma levels of clozapine. Cimetidine, caffeine, 
citalopram, ciprofloxacin, and erythromycin may increase plasma levels of 
clozapine, potentially resulting in adverse effects. Although concomitant use 
of clozapine and carbamazepine is not recommended, it should be noted that 
discontinuation of concomitant carbamazepine administration may result in an 
increase in clozapine plasma levels.
In a study of schizophrenic patients who received clozapine under steady 
state conditions, fluvoxamine or paroxetine was added in 16 and 14 patients, 
respectively. After 14 days of co-administration, mean trough concentration 
of clozapine and its metabolites, N-desmethylclozapine and clozapine N-oxide, 
were elevated with fluvoxamine by about three-fold compared to baseline 
concentrations. Paroxetine produced only minor changes in the levels of 
clozapine and its metabolites. However, other published reports describe modest 
elevations (less than two-fold) of clozapine and metabolite concentrations when 
clozapine was taken with paroxetine, fluoxetine, and sertraline. Therefore, such 
combined treatment should be approached with caution and patients should be 
monitored closely when clozapine is combined with these drugs, particularly with 
fluvoxamine. A reduced clozapine dose should be considered.
A subset (3% to 10%) of the population has reduced activity of certain drug 
metabolizing enzymes such as the cytochrome P450 isozyme P450 2D6. Such 
individuals are referred to as “poor metabolizers” of drugs such as debrisoquin, 
dextromethorphan, the tricyclic antidepressants, and clozapine. These individuals 
may develop higher than expected plasma concentrations of clozapine when given 
usual doses. In addition, certain drugs that are metabolized by this isozyme, 
including many antidepressants (clozapine, selective serotonin reuptake inhibitors, 
and others), may inhibit the activity of this isozyme, and thus may make normal 
metabolizers resemble poor metabolizers with regard to concomitant therapy with 
other drugs metabolized by this enzyme system, leading to drug interaction.
Concomitant use of clozapine with other drugs metabolized by cytochrome 
P450 2D6 may require lower doses than usually prescribed for either clozapine 
or the other drug. Therefore, coadministration of clozapine with other drugs that 
are metabolized by this isozyme, including antidepressants, phenothiazines, 
carbamazepine, and Type 1C antiarrhythmics (e.g., propafenone, flecainide, 
and encainide), or that inhibit this enzyme (e.g., quinidine), should be 
approached with caution.
Carcinogenesis, Mutagenesis, Impairment of Fertility
No carcinogenic potential was demonstrated in long-term studies in mice 
and rats at doses approximately 7 times the typical human dose on a mg/kg 
basis. Fertility in male and female rats was not adversely affected by clozapine. 
Clozapine did not produce genotoxic or mutagenic effects when assayed in 
appropriate bacterial and mammalian tests.
Pregnancy
Teratogenic Effects
Pregnancy category B
Reproduction studies have been performed in rats and rabbits at doses of 
approximately 2 to 4 times the human dose and have revealed no evidence of 
impaired fertility or harm to the fetus due to clozapine. There are, however, 
no adequate and well-controlled studies in pregnant women. Because animal 
reproduction studies are not always predictive of human response, and in view 
of the desirability of keeping the administration of all drugs to a minimum during 
pregnancy, this drug should be used only if clearly needed.
Nursing Mothers
Animal studies suggest that clozapine may be excreted in breast milk and have 
an effect on the nursing infant. Therefore, women receiving clozapine should 
not breast-feed.
Pediatric Use
Safety and effectiveness in pediatric patients have not been established.
Geriatric Use
Clinical studies of clozapine did not include sufficient numbers of subjects age 65 
and over to determine whether they respond differently from younger subjects.
Orthostatic hypotension can occur with clozapine treatment and tachycardia, 
which may be sustained, has been observed in about 25% of patients 
taking clozapine (see BOXED WARNING, Other Adverse Cardiovascular and 
Respiratory Effects). Elderly patients, particularly those with compromised 
cardiovascular functioning, may be more susceptible to these effects.
Also, elderly patients may be particularly susceptible to the anticholinergic 
effects of clozapine, such as urinary retention and constipation (see 
PRECAUTIONS, Anticholinergic Toxicity).
Dose selection for an elderly patient should be cautious, reflecting the greater 
frequency of decreased hepatic, renal, or cardiac function, and of concomitant 

disease or other drug therapy. Other reported clinical experience does suggest 
that the prevalence of tardive dyskinesia appears to be highest among the 
elderly, especially elderly women (see WARNINGS, Tardive Dyskinesia).
ADVERSE REACTIONS
Associated with Discontinuation of Treatment
Sixteen percent of 1,080 patients who received clozapine in premarketing 
clinical trials discontinued treatment due to an adverse event, including both 
those that could be reasonably attributed to clozapine treatment and those that 
might more appropriately be considered intercurrent illness. The more common 
events considered to be causes of discontinuation included: CNS, primarily 
drowsiness/sedation, seizures, dizziness/syncope; cardiovascular, primarily 
tachycardia, hypotension and ECG changes; gastrointestinal, primarily nausea/
vomiting; hematologic, primarily leukopenia/granulocytopenia/agranulocytosis; 
and fever. None of the events enumerated accounts for more than 1.7% of all 
discontinuations attributed to adverse clinical events.
Extrapyramidal Symptoms
Dystonia
Class effect
Symptoms of dystonia, prolonged abnormal contractions of muscle groups, 
may occur in susceptible individuals during the first few days of treatment. 
Dystonic symptoms include: spasm of the neck muscles, sometimes 
progressing to tightness of the throat, swallowing difficulty, difficulty 
breathing, and/or protrusion of the tongue. While these symptoms can occur 
at low doses, they occur more frequently and with greater severity with high 
potency and at higher doses of first generation antipsychotic drugs. An 
elevated risk of acute dystonia is observed in males and younger age groups. 
Clozapine, an atypical antipsychotic, is associated with a low incidence of 
dystonia (see WARNINGS, Tardive Dyskinesia).
Commonly Observed
Adverse events observed in association with the use of clozapine in clinical trials 
at an incidence of greater than 5% were: central nervous system complaints, 
including drowsiness/sedation, dizziness/vertigo, headache and tremor; autonomic 
nervous system complaints, including salivation, sweating, dry mouth and visual 
disturbances; cardiovascular findings, including tachycardia, hypotension and 
syncope; and gastrointestinal complaints, including constipation and nausea; and 
fever. Complaints of drowsiness/sedation tend to subside with continued therapy 
or dose reduction. Salivation may be profuse, especially during sleep, but may be 
diminished with dose reduction.
Incidence in Clinical Trials
The following table enumerates adverse events that occurred at a frequency 
of 1% or greater among clozapine patients who participated in clinical trials. 
These rates are not adjusted for duration of exposure.

Treatment-Emergent Adverse Experience Incidence Among Patients 
Taking Clozapine in Clinical Trials (Excluding the InterSePT™ Study)  

(N = 842) (Percentage of Patients Reporting)

Body System

Adverse Eventa Percent

Central Nervous System

Drowsiness/Sedation 39

Dizziness/Vertigo 19

Headache 7

Tremor 6

Syncope 6

Disturbed sleep/Nightmares 4

Restlessness 4

Hypokinesia/Akinesia 4

Agitation 4

Seizures (convulsions) 3b

Rigidity 3

Akathisia 3

Confusion 3

Fatigue 2

Insomnia 2

Hyperkinesia 1

Weakness 1

Lethargy 1

Ataxia 1

Slurred speech 1

Depression 1

Epileptiform movements/Myoclonic jerks 1

Anxiety 1

Cardiovascular

Tachycardia 25b

Hypotension 9

Hypertension 4

Chest pain/Angina 1

ECG change/Cardiac abnormality 1

Gastrointestinal

Constipation 14

Nausea 5

Abdominal discomfort/Heartburn 4

Nausea/Vomiting 3

Vomiting 3

Diarrhea 2

Liver test abnormality 1

Anorexia 1

Urogenital

Urinary abnormalities 2

Incontinence 1

Abnormal ejaculation 1

Urinary urgency/frequency 1

Urinary retention 1

Autonomic Nervous System

Salivation 31

Sweating 6

Dry mouth 6

Visual disturbances 5

Integumentary (Skin)

Rash 2

Musculoskeletal

Muscle weakness 1

Pain (back, neck, legs) 1

Muscle spasm 1

Muscle pain, ache 1

Respiratory

Throat discomfort 1

Dyspnea, shortness of breath 1

Nasal congestion 1

Hemic/Lymphatic

Leukopenia/Decreased WBC/Neutropenia 3

Agranulocytosis 1b

Eosinophilia 1

Miscellaneous

Fever 5

Weight gain 4

Tongue numb/sore 1

a  Events reported by at least 1% of clozapine patients are included.
b  Rate based on population of approximately 1,700 exposed during premarket 

clinical evaluation of clozapine.

The following table enumerates adverse events that occurred at a frequency of 10% 
for either treatment group in patients who took at least 1 dose of study medication 
during their participation in InterSePT, which was an adequate and well-controlled 2 
year study evaluating the efficacy of clozapine relative to olanzapine in reducing the 
risk of emergent suicidal behavior in patients with schizophrenia or schizoaffective 
disorder. These rates are not adjusted for duration of exposure.

Treatment-Emergent Adverse Experience Incidence1 Among 
Patients Taking Clozapine or Olanzapine in the InterSePT™ Study 

(Percentage of Patients Reporting)

Clozapine
N = 479

% Reporting

Olanzapine 
N = 477

% Reporting

Adverse Events

Salivary hypersecretion 48% 6%

Somnolence 46% 25%

Weight increased 31% 56%

Dizziness (excluding vertigo) 27% 12%

Constipation 25% 10%

Insomnia NEC 20% 33%

Nausea 17% 10%

Vomiting NOS 17% 9%

Dyspepsia 14% 8%

1 AEs are listed by frequency in clozapine group, and included in the table are 
those for which the risk ratio of clozapine over olanzapine or of olanzapine over 
clozapine was greater than 1.5.
NEC - not elsewhere classified
NOS - not otherwise specified

Other Events Observed During the Premarketing Evaluation of Clozapine
This section reports additional, less frequent adverse events which occurred 
among the patients taking clozapine in clinical trials. Various adverse events 
were reported as part of the total experience in these clinical studies; a causal 
relationship to clozapine treatment cannot be determined in the absence of 
appropriate controls in some of the studies. The table above enumerates 
adverse events that occurred at a frequency of at least 1% of patients treated 
with clozapine. The list below includes all additional adverse experiences 
reported as being temporally associated with the use of the drug which 
occurred at a frequency less than 1%, enumerated by organ system.
Central Nervous System: loss of speech, amentia, tics, poor coordination, 
delusions/hallucinations, involuntary movement, stuttering, dysarthria, amnesia/
memory loss, histrionic movements, libido increase or decrease, paranoia, 
shakiness, Parkinsonism, and irritability.
Cardiovascular System: edema, palpitations, phlebitis/thrombophlebitis, 
cyanosis, premature ventricular contraction, bradycardia, and nosebleed.
Gastrointestinal System: abdominal distention, gastroenteritis, rectal bleeding, 
nervous stomach, abnormal stools, hematemesis, gastric ulcer, bitter taste, and 
eructation.
Urogenital System: dysmenorrhea, impotence, breast pain/discomfort, and 
vaginal itch/infection.
Autonomic Nervous System: numbness, polydipsia, hot flashes, dry throat, and 
mydriasis.
Integumentary (Skin): pruritus, pallor, eczema, erythema, bruise, dermatitis, 
petechiae, and urticaria.
Musculoskeletal System: twitching and joint pain.
Respiratory System: coughing, pneumonia/pneumonia-like symptoms, 
rhinorrhea, hyperventilation, wheezing, bronchitis, laryngitis, and sneezing.
Hemic and Lymphatic System:  anemia and leukocytosis.
Miscellaneous: chills/chills with fever, malaise, appetite increase, ear disorder, 
hypothermia, eyelid disorder, bloodshot eyes, and nystagmus.
Postmarketing Clinical Experience
Postmarketing experience has shown an adverse experience profile similar to that 
presented above. Voluntary reports of adverse events temporally associated with 
clozapine not mentioned above that have been received since market introduction 
and that may have no causal relationship with the drug include the following:
Central Nervous System: delirium; EEG abnormal; exacerbation of psychosis; 
myoclonus; overdose; paresthesia; possible mild cataplexy; and status 
epilepticus.
Cardiovascular System:  atrial or ventricular fibrillation and periorbital edema.
Gastrointestinal System: acute pancreatitis; dysphagia; fecal impaction; 
intestinal obstruction/paralytic ileus; and salivary gland swelling.
Hepatobiliary System:  cholestasis; hepatitis; jaundice.
Hepatic System:  cholestasis.
Urogenital System:  acute interstitial nephritis and priapism.
Integumentary (Skin): hypersensitivity reactions: photosensitivity, vasculitis, 
erythema multiforme, and Stevens-Johnson Syndrome.
Metabolic and Nutritional Disorders: hypercholesterolimia (very rare); and 
hypertriglyceridemia (very rare).
Musculoskeletal System:  myasthenic syndrome and rhabdomyolysis.
Respiratory System:  aspiration and pleural effusion.
Hemic and Lymphatic System: deep vein thrombosis; elevated hemoglobin/
hematocrit; ESR increased; pulmonary embolism; sepsis; thrombocytosis; and 
thrombocytopenia.
Vision Disorders: narrow angle glaucoma.
Miscellaneous: CPK elevation; hyperglycemia; hyperuricemia; hyponatremia; and weight 
loss.
DRUG ABUSE AND DEPENDENCE
Physical and psychological dependence have not been reported or observed in 
patients taking clozapine.
DOSAGE AND ADMINISTRATION
Treatment-Resistant Schizophrenia
Initial Treatment
It is recommended that treatment with clozapine begin with one-half of a 25 mg 
tablet (12.5 mg) once or twice daily and then be continued with daily dosage 
increments of 25 to 50 mg/day, if well-tolerated, to achieve a target dose of 300 
to 450 mg/day by the end of 2 weeks. Subsequent dosage increments should be 
made no more than once or twice weekly, in increments not to exceed 100 mg. 
Cautious titration and a divided dosage schedule are necessary to minimize the 
risks of hypotension, seizure, and sedation.
In the multicenter study that provides primary support for the effectiveness of 
clozapine in patients resistant to standard drug treatment for schizophrenia, 
patients were titrated during the first 2 weeks up to a maximum dose of 500 
mg/day, on a t.i.d. basis, and were then dosed in a total daily dose range of 100 
to 900 mg/day, on a t.i.d. basis thereafter, with clinical response and adverse 
effects as guides to correct dosing.

Manufactured In Israel By: 
TEVA PHARMACEUTICAL IND. LTD. 

Jerusalem, 91010, Israel

Manufactured For: 

TEVA PHARMACEUTICALS USA 
Sellersville, PA 18960

Rev. D 9/2008

46 PSYCHIATRIC NEWS / October 2, 2009



Available
Online

Order Online: www.appi.org Toll Free: 1-800-368-5777

Find us on Facebook and Twitter.      AH938
The First and Last 

Word in Psychiatry

AMONG ITS KEY FEATURES:

  Chapters on evaluation are developmentally focused, 
 with a separate chapter for each age range.

  The section on diagnosis and assessment has been
 reconfi gured and includes a new chapter on neurological 
examination and the use of EEG and imaging.

  Eighteen chapters on specifi c disorders encompass clinical 
description, diagnosis, epidemiology, comorbidity, etiology, 
prevention, prognosis, evaluation, treatment approaches, 
and research directions.

  Special topics include new chapters on bereavement and 
traumatic grief; ethnic, cultural, and religious issues; 
aggression and violence; and fundamentals of genetics 
relevant to child and adolescent psychiatry. 

  Additional chapters address special clinical considerations 
such as children of ill parents AND legal/ethical issues

  Wide-ranging emphasis on treatment—expanded from 
seven to eighteen chapters—includes psychopharmacol-
ogy, brain-based innovative treatments, and a spectrum of 
psychosocial approaches that focus on individual, family, 
therapeutic milieu, and systemic models of care. 

  A new section on consultation provides guidance on inter-
actions with schools, primary care practitioners, and the 
juvenile justice system. 

Scholarly and practical, Dulcan’s Textbook of Child and Ado-
lescent Psychiatry is a core resource for child and adolescent 
psychiatry training and will also serve as a reference for 
practitioners in psychiatry, pediatrics, neurology, psychology, 
nursing, and social work.

D ulcan’s Textbook of Child and Adolescent Psychiatry supplants the previous textbook edited by Jerry Wiener and 
Mina Dulcan—not with a new edition, but rather a new book that offers a fresh look at the fi eld of child mental 

health. It preserves Wiener’s vision of a clinically focused textbook useful to trainees and practitioners in a variety of 
specialties, providing the most up-to-date and comprehensive text in child and adolescent psychiatry as presented by 
more than 110 contributors who distill their knowledge and expertise into a single authoritative volume.

Each chapter highlights what we know about evidence-based practices in assessment and treatment, while sections 
on future research point toward current pressing questions. At the end of each chapter are educational summary 
points. Of the 65 chapters, 56 feature new lead authors, chosen to represent the expertise of disciplines ranging 
from pediatrics and neurology to sleep medicine and family therapy. 

Special Prepublication Price of 215.00 until 
November 30, 2009 (thereafter $239.00)

Dulcan’s Textbook of 
Child and Adolescent 
Psychiatry
Edited by Mina K. Dulcan, M.D.

Coming 
November 2009! 



    

PSYCHIATRIST
Bureau of Medicine and Surgery

Civilian position currently available at Camp Pendleton, CA

Our philosophy is “Treat the patient, care for the entire family”.  The facility may 
be a major medical center, hospital, or clinic.  All facilities use a multi-disciplinary 
team approach to provide total health care services.  Focus on providing patient- 
and family-centered care that supports the contributions of the men and women 
who serve and protect our Nation.  For more information, visit us at 
http://navymedicine.med.navy.mil.

Outstanding benefi ts!
■ Pay incentives.  ■ 12-26 paid vacation days each year.
■ Malpractice coverage.  ■ 13 paid sick days each year.
■ Long term care insurance.  ■ 10 paid Federal holidays each year. 
■ Employee-friendly fl exibilities.
■ Lifetime health insurance you can carry into retirement (Navy pays portion of  
 your premium, you pay your portion with pre-taxed dollars), Dental/Vision  
 plans, and health/dependent care fl exible spending accounts.
■ Retirement package (basic benefi t plan plus 401K-type investment plan with 
 employer matching and ability to retire between 55-57 with 10 years of service.
■ Life insurance (Navy pays portion of your premium).

Requirements
■ Accredited MD/DO.  ■ Physician license awarded by any state.
■ U. S. citizenship.  ■ BC/BE desired but not required.
■ 5 yrs Psychiatry residency training or equivalent experience and training.

It’s easy to apply!  E-mail your resume to medjobs@navy.mil, include 
PsychNewsCA in your subject line, and cut/paste your resume in your e-mail 
message as we cannot accept attachments.  Or mail your resume to:

U. S. Dept. of Navy, HRSC-NE
111 S. Independence Mall East
Attn: BUMED/PsychNewsCA
Philadelphia, PA, 19106

For information about the position, contact Charlotte Cleghorn at 215-408-5441.  

The United States Government does not discriminate in civilian employment on the basis of 
race, color, religion, sex, national origin, political affi liation, sexual orientation, marital status, 
disability, age, membership in an employee organization, or other non-merit factor.

10ausdeptnavy.indd   1 9/3/2009   10:48:44 AM

Mental Health Care Professionals
Psychiatrists/Psychologists/Social Workers

Clinical Nurse Specialists/Addiction Therapists

Join VA Northern California Health Care System’s (NCHCS) mental health 

care team and support America’s heroes. NCHCS is now hiring mental 

health care professionals to be part of our interdisciplinary care team; you’ll 

treat patients struggling with the full range of emotional and mental disorders, 

including PTSD, traumatic brain injuries, mood disorders, substance abuse 

disorders, and sexual trauma. You’ll work in an environment where innovation 

is encouraged, and scientifi c evidence directs our practice.

We are now hiring for full and part time positions in Sacramento, Fairfi eld, 

Redding and Chico.  Call today and be a part of VA’s Mental Health 

Enhancement Initiative.  

■ Interdisciplinary care team model of practice
■ Practice model is based on care needs, not insurance company   

 regulations
■ Your out of state license allows you to practice at any of our facilities
■ Diverse professional opportunities – clinical, leadership, research,  

 education, and national policy development
■ Salary is competitive and based on credentials and experience
■ Exceptional paid time off package
■ Excellent health and retirement benefi ts
■ Student loan reimbursement of up to $38,000 for psychiatrists,   

 psychologists and psychiatric nurses

Please email Erica Settlemyer, Human Resources Specialist at 

erica.settlemyer@va.gov

Department of Veterans Affairs is an Equal Opportunity Employer

9bvanoca.indd   1 9/4/2009   3:32:45 PM

www.ghc.org/greatjob

Isn’t it time  
for something better?

For additional information or to submit your CV, please contact:

•

•

•

Bremerton, Washington
Adult Psychiatrists 

Group Health Permanente is currently seeking BE/BC 
Adult Psychiatrist. Group Health is dedicated to 
providing comprehensive, innovative & patient-centered 
care to communities throughout WA. We offer flexible 
schedules with generous benefits & competitive salaries

Ideal candidate will have knowledge & skills in 
medication management and team consultation 

100% outpatient opportunity perfect for those with 
experience working with diverse patient populations

Unparalleled living, Bremerton offers affordable 
housing, excellent schools & breathtaking views

Cayley Crotty – crotty.c@ghc.org 
206-448-6519

EOE/AA
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au•ton•o•my
noun 1: the quality or state of being 
self-governing; especially : the right of self-
government  2: self-directing freedom and
especially moral independence  3: a self-gov-
erning state

LocumTenens.com gives you the freedom and
flexibility to work where and when you want —

It’s completely 
up to you.

Put the pressure on us.

www.locumtenens.com/pn 

Log on today — we have more than 2500 Psychiatry opportunities 
available nationwide:

Or call a Psychiatry recruiting specialist: 888.223.7950 UCF is an equal opportunity/affirmative action employer and encourages applications from minorities, women, and other underrepresent-
ed groups. Search materials are available for public review as provided by Florida statute.

Professor of Psychiatry
The University of Central Florida, College of Medicine is seeking
applications from outstanding clinician-educators in Psychiatry at all
ranks to serve as faculty on a team building this century’s premier
medical college. Faculty will collaborate in the development of the four
year curriculum, with a focus on psychopathology during the organ-
based systems modules, the psychiatry clerkship, and the teaching of
communication skills and psychosocial issues in healthcare.  The devel-
opment of innovative teaching technologies and simulations is
encouraged. Faculty will also be expected to spend a portion of time in
clinical practice. Important concepts such as patient-centered and mul-
tidisciplinary care, preventive medicine, wellness, evidence-based
medicine, geriatrics and patient safety will be emphasized throughout
the curriculum. 
UCF has grown to be the nation’s fifth-largest university and has
demonstrated excellence in technology, science, and simulation. The
College of Medicine has received preliminary accreditation by the
LCME, and its charter class began in August 2009. The college will
educate individuals to become exemplary physicians, leaders in
medicine, scholars in science, innovators in medical technology and
compassionate providers of health care.
Candidates must be board certified in psychiatry and eligible for licensure
or licensed to practice in the State of Florida. Applicants should have sig-
nificant teaching and clinical experience, and evidence of teaching
excellence. Experience as a course or clerkship director, residency or fel-
lowship program director is beneficial. 
To apply for this faculty position, applicants MUST apply through
www.jobswithucf.com/applicants/ Central?quickFind=73861
Cover letters, CV/resumes, and other documents can be attached through
the www.jobswithucf.com website. Other faculty positions with the UCF
College of Medicine can be found on www.med.ucf.edu. 
For additional Information please contact COM-HR Faculty
Recruitment: 407-823-4073

Department of
Veterans Affairs

Director of Residency Training
Harvard South Shore Psychiatry Residency Training Program

Department of Psychiatry Harvard Medical School
&

The VA Boston Healthcare System
Harvard Medical School and the VA Boston Healthcare System are recruiting a
Training Director for the Harvard South Shore Psychiatry Residency Training Program
(HSS). The Harvard Department of Psychiatry at the VABoston Healthcare System has
undergone a major expansion of teaching, research, and academic clinical
programming over the past two years. The current Training Director is assuming the
duties of Departmental Chair for Academic Development, which will include ongoing
support to HSS including teaching, supervision, and consultative support to the
incoming Training Director.

HSS is a consortium program affiliated with Harvard Medical School and sponsored by
the VABoston Healthcare System. Residents rotate among three Boston VAcampuses,
other Harvard-affiliated training hospitals, and Massachusetts Department of Mental
Health facilities. HSS receives stable funding for 32 PGY I-IV resident positions plus
ample administrative support, not dependent on GME pass-through funding. Major
foci of program excellence include biopsychosocial assessment and interviewing
skills, academic development in research, teaching and leadership, evidence-based
pharmacotherapy, and manual-guided psychotherapies. Comprehensive program
description can be found at

The competitive Training Director candidate will have strong academic credentials,
residency administration experience at the site or program level, and demonstrated
scholarly ability in a relevant field. The applicant must be board-certified in psychiatry
with a minimum of 5 years of post-residency experience, and is expected to qualify for a
Harvard Medical School appointment at theAssistant orAssociate Professor level.

This position offers a highly competitive federal salary and benefits. VA Boston is an
Affirmative Action / Equal Opportunity Employer, and women and individuals from
health-underserved minority populations are encouraged to apply.

To apply, candidates should send a letter of interest, CV, and the names of three persons
to contact for references to:

www.harvardsouthshorepsychiatry.org.

Drs. Mark Bauer & Gary Kaplan, Search Committee Co-Chairs
940 Belmont Street, Brockton, MA 02301; or email materials to:

Eugene.Francois@va.gov with a copy to vhabhsjobs@med.va.gov

Patient Centered
Care Focused

w w w . h e a l t h p a r t n e r s . c o m w w w. r e g i o n s h o s p i t a l . c o m

Assistant Medical Director 
Behavioral Health – Inpatient Care
HealthPartners Medical Group is a top multi-specialty group based in Minneapolis/St. Paul, 
Minnesota. Regions Hospital is our busy NAMI “Provider of the Year” hospital in St. Paul, home to 
our ER-based short-stay psychiatric unit and inpatient psychiatric facilities. 

We are recruiting for an Inpatient Behavioral Health Medical Director at Regions Hospital. In addition 
to maintaining substantive patient care responsibilities, this consensus-building leader will measure 
and improve quality of inpatient psychiatric care and patient fl ow; oversee our Psychiatric Consultation 
& Liaison Service; engage and supervise Regions Hospital inpatient psychiatrists, moonlighters and 
Advanced Practice Providers; develop and implement inpatient mental health policies/procedures; and 
ensure hospital regulatory requirements are met (JCAHO, CMS, MN DMS, etc.). In addition, there 
will be a substantial role with our psychiatric residents, medical students and NP/PA fellows.

Qualifi ed candidates will have at least two (2) years’ experience leading and motivating hospital-based 
Inpatient Behavioral Health care teams, and at least fi ve (5) years’ recent inpatient practice experience. 
Board Certifi cation in Psychiatry and active, valid MN medical licensure are required. We offer a 
competitive compensation and benefi ts package, paid malpractice coverage and a rewarding work 
environment.

Meet with Dr. Michael Trangle, Associate Medical Director, during the Institute on Psychiatric 
Services (IPS) Conference, October 8-11, in New York. To make arrangements, please forward your 
CV and cover letter to: lori.m.fake@healthpartners.com or call (800) 472-4695 x1. Apply online 
at www.healthpartners.jobs. EOE
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locum tenens
• Prompt & Competitive Pay 
• Comprehensive Malpractice Coverage 
• State Medical Licensure Assistance
•  Member, NAPR and Charter Member 

of the National Association of Locum 
Tenens Organizations

It takes experience to see 
the exception to the rule.

psyonly.com

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

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

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

Our patients and residents
are at the heart of everything we do.

Attending Psychiatrists
Part-Time & Per Diem Opportunities

Bergen Regional Medical Center is the largest hospital in New Jersey,
spread over 65 rolling acres in Paramus.

We are seeking several Attending
Psychiatrists to join us. Providing on-
call coverage on weekends and
holidays, you will admit and treat
patients according to an estab-
lished schedule; participate in
departmental education and
research; assume administrative
duties as assigned; and provide
leadership in interdisciplinary treat-
ment settings.

Requirements include an M.D. or D.O. from an accredited
medical school, along with completion of your residency in Behavioral Health. Board
certification (or current active participation in the examination process) is essential.
Formal, supervised training or clinical experience for certain procedures, as well as
valid licensure to practice medicine in NJ and to prescribe controlled substances (DEA
and CDS) are strict requirements.

We offer competitive compensation and full benefits. To learn more about us and
apply online, visit:www.bergenregional.com or
email your CV, indicating Job Code:AP/PN to:
ahuggins@bergenregional.com or send CV
indicating Job Code to:HR Dept., Bergen Regional
Medical Center, 230 East Ridgewood Ave.,
Paramus, NJ 07652.
Fax: (201) 967-4109.
EOE

Are your diagnostic, pharmacological,
counseling and Team-building skills broad

enough to fit our needs?

Accreditation & Designation Statement:
The American Psychiatric Association is accredited by the ACCME 
to provide continuing medical education for physicians. The APA 
designates this educational activity for a maximum of 2 AMA PRA 
Category 1 Credits™. Physicians should only claim credit commensurate 
with the extent of their participation in the activity.
 
Non-Physician Health Care Professionals:  The APA acknowledges non-
physician participation in this educational activity through a certificate 
of participation.
 

Three 20-minute video modules and a multiple-choice quiz, covering:

To order, go to www.appi.org 

Glen O. Gabbard, M.D., one of the world’s foremost teachers and clinicians in psychoanalysis 
and psychotherapy, presents three lectures illustrated by slides and video vignettes featuring 
the interaction between psychiatrist and patient. The lectures demonstrate important 
concepts in psychodynamic psychotherapy. Participants in the program will learn:
 
•
• Manifestations of transference in psychodynamic psychotherapy and when to call 

attention to them in the course of therapy
• Conceptual framework regarding countertransference and when to use  

countertransference to enhance understanding of the patient

Web: www.appi.org

Email: appi@psych.org

Glen O. Gabbard, M.D.
Principles of Psychodynamic Psychotherapy
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GERIATRIC PSYCHIATRY FELLOWSHIP 
POSITION AVAILABLE FOR JULY 2010
Montefiore Medical Center, the University Hospital for the  

Albert Einstein College of Medicine, is a 700-bed tertiary care 

hospital located on the Westchester-Bronx border. We believe 

in providing an intellectually rigorous setting that allows our 

physicians to practice on the leading edge of medical knowledge. 

Currently, we have a Geriatric Psychiatry Fellowship position 

available for July 2010.

The Einstein/Montefiore Geriatric Psychiatry Fellowship Training 

Program differs from others in the New York area as a result of its 

close ties to the Fellowship Training Program in Geriatric Medicine 

and community based agencies. The clinical experience is based 

in the general hospital with rotations in a teaching nursing home, 

retirement community and home care agency.

Excellent opportunities to earn additional income from faculty 

practice or after-hours coverage. Applications are available online 

by contacting Dr. Kennedy at gjkennedy@msn.com. H1 and J1 

visas accepted. Please contact Gary J. Kennedy, M.D., Director 

Division of Geriatric Psychiatry, Montefiore Medical Center, 111 

E 210th Street, Bronx, N.Y. 10467, gkennedy@montefiore.org. 

We are an equal opportunity employer.

www.montefiore.org/careers

An Equal Opportunity Employer

Psychiatrist
Cape Cod, MA

As our growth continues, we seek board
certifi ed psychiatrists who can focus
on maximizing the independence of our
child, adolescent and adult populations. 

Our Massachusetts-based programs are in Attleboro, 
Fall River, Brockton, Plymouth, Worcester, 
Lowell, Lawrence, Salem and South Yarmouth.
South Bay offers an excellent salary and
comprehensive benefi ts package. We are
committed to diversity and welcome
bilingual and multicultural applicants.
 ..................................................................

To apply send your resume or c.v. to:
jobs@SouthBayMentalHealth.com 
or  fax to (508)580-5162
www.SouthBayMentalHealth.com

At South Bay, our 
strategy is simple: 
hire talented, 
dedicated 
individuals and  
provide them 
with the training 
and  resources 
necessary 
to  develop 
new skills 
and pursue 
professional 
goals.

Our supportive 
organization 
provides a 
competitive and 
comprehensive 
benefi ts package 
and numerous 
professional 
development 
opportunities.

   

UCLA Semel Institute 
for Neuroscience & Human Behavior

Child OCD, Anxiety, and Tic Disorders Program

UCLA’s Department of Psychiatry and Biobehavioral 
Sciences, in conjunction with the Semel Institute for 
Neuroscience & Human Behavior, seeks a full-time junior 
level academic Psychiatrist or Clinical Psychologist 
to provide treatment for children with OCD and their 
families.  The candidate would be expected to collaborate 
closely with UCLA’s Child OCD, Anxiety, and Tic Disorders 
Program faculty and clinical staff.    

The successful candidate will be expected to develop a 
program of independent research related to developing 
techniques in working with both children and families 
of children with OCD.   Candidates should have 
demonstrated ability to acquire extramural research 
funding.  Candidates must be licensed to practice in the 
state of California.  Excellent teaching and mentoring skills 
are required.  

Send curriculum vitae, a statement of research 
accomplishments and future plans, and the names and 
complete addresses of three references (do not send letters) 
via email to: Child Psychiatry Search Committee Chair, 
c/o Elizabeth Hiramoto, Psychiatry Academic Personnel 
Offi ce at ehiramoto@mednet.ucla.edu

UCLA is an EOE.  

9bucla.indd   1 9/1/2009   11:27:17 AM

Candidates
Access the most comprehensive listing 

of psychiatric positions and fi nd your 

ideal position at the APA Job Bank at 

psych.org/jobbank.  Register to use 

the Conference Connection, post your 

resume, receive instant job alerts, use 

the career tools and more. 

Employers
Use the many resources of the APA Job 

Bank at psych.org/jobbank to meet 

qualifi ed candidates and make a smart 

recruitment decision.  Advertise in the 

Psychiatric Services and/or Psychiatric 
News classifi eds and the APA Job Bank 

and receive a 10% discount on each.  

For more information, contact Alice 

Kim at (703) 907-7330 or classads@

psych.org 

psych.org/jobbank

Use the APA Job Bank’s 
Conference Connection tool 
to set up interviews at the 
Institute on Psychiatric Services

Candidates and Employers
During the meeting, stop by the APA 

Job Bank booth in the APA Member 

Center to search the database and ask a 

representative to demonstrate Job Bank 

features.  Th e Institute on Psychiatric 

Services is the APA’s leading educa-

tional conference on clinical issues and 

community mental health—for informa-

tion, visit psych.org/ips

APA Member Center and Job Bank

 Location:
 Sheraton New York Hotel and Towers

 Metropolitan Room, 2nd fl oor

 Hours:
 Th ursday, 10/8 1:30 p.m. - 5:45 p.m.

 Friday, 10/9 9:30 a.m. - 12:00 p.m.

  1:30 p.m. - 5:45 p.m.

 Saturday, 10/10 9:30 a.m. - 12:00 p.m.

 

Sign up for the Conference Connection at the Institute for 
Psychiatric Services, October 8-11 in New York City, and 
let potential employers and candidates know that you are 
attending the meeting.
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C L A S S I F I E D  A D V E R T I S I N G  I N F O R M A T I O N

2009 RATES: 
• $24 per line for orders of 1 to 2 insertions
•  $22 per line for orders of 3 or more consecutive 

insertions if your written order specifies a 3 or 
more consecutive issue run

• $21 per line for orders of 6 or more insertions if  
 your written order specifies a 6 or more issue run
• 1 line = approximately 43 characters
• 6 line minimum 
• $35 extra for confidential blind box number              
•  Classified rates are non-commissionable 
•  Overseas and “Practice for Sale” advertisers are 

required to prepay in full with a credit card

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

EMAIL AND WEB PAGE LINKS:  For an additional $50 
your prospects can e-mail a response to your ad in 
seconds.  A web link transports prospects directly 
to your web site in just one click.

LOGOS:  Insert a 4-color logo above your ad for 
$265 per issue or a black-and-white logo for $190 
per issue.  Submit logo as 300 dpi TIFF or EPS. 

BLIND BOX REPLIES:  A blind box address is available 
to provide confidentiality to advertisers. Please 
address all blind box advertising replies to:

ATTN.: Box P-XXX
Psychiatric News Classifieds
American Psychiatric Publishing Inc.
1000 Wilson Blvd, Suite 1825
Arlington, Virginia 22209-3901

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

Psychiatric News Classifieds
American Psychiatric Publishing Inc.   
1000 Wilson Blvd, Suite 1825
Arlington, Virginia 22209-3901 
(703) 907-7331 • 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. 

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.)
November 6 October 23
Novemeber 20 November 6

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.

Nationwide

CompHealth Psychiatry Jobs-nationwide 
opportunities that meet your needs. Whether 
you are ready to reduce your schedule or you 
need to supplement your income, CompHealth 
can help. As #1 provider of physician jobs for 30 
years, we offer patient-focused jobs in a wide 
variety of practice settings to meet your goals. 
Call our dedicated psychiatry team today, 
866.479.3391. psychiatry.comphealth.com

THE 1ST CHOICE IN
 PSYCHIATRIC RECRUITMENT

Visit our website www.fcspsy.com 
Over 400 permanent searches nationwide.

 800-783-9152

www.LocumTenens.com/pn 
 thill@locumtenens.com 

1-888-223-7950

Top Jobs for Locum Psychiatrists.  Locum 
Leaders is a premier psychiatry locum tenens 
firm offering direct deposit and weekly pay, A++ 
occurrence malpractice insurance, and paid 
travel and housing!  Visit www.locumleaders.
com or call Will Drescher at 877-562-8656.

ALABAMA

Taylor Hardin Secure Medical, a 115-bed 
state forensic psychiatric hospital, seeking 
licensed/or eligible in Alabama psychiatrists for 
adult patients committed by the circuit courts.  
BC in psychiatry required.  Experience in 
forensic psychiatry preferred.
Psychiatrist III - 72 months+ experience in 
psychiatry with administrative experience 
($134,968 - 205,792).  See APA Job Bank related 
ad.
Psychiatrist II - graduation from an accredited 
school of medicine and Board Certified by 
ABPN.  ($125,316 - 191,044)
Send resume to Joe K. Long, Director of Human 
Resources, Taylor Hardin Secure Medical, 1301 
Jack Warner Parkway N.E., Tuscaloosa, AL  
35404; or email clayton.shealy@hardin.mh.
alabama.gov with questions. EOE

ARIZONA

University of Arizona

The University of Arizona’s Psychiatry Depart-
ment is recruiting adult and child psychiatrists 
to join a progressive and growing academic 
department located in the beautiful Southwest. 
Candidates must have current credentials to 
practice medicine in the United States and be 
Board-certified or -eligible in Psychiatry.

Assistant/Associate Professor, Clinical 
Psychiatry (NTE) - Inpatient & Women’s 
Mental Health, Job #42184 - The successful 
candidate will assist in caring for inpatients in 
an 8 bed unit at the University Medical Center 
(UMC), and coordinate activities and direct all 
efforts of the Women’s Mental Health program. 
The Women’s Mental Health program is 
dedicated to improving detection of mental 
health issues and providing expert care to 
women across the lifespan.  Ongoing responsi-
bilities include the diagnosis and treatment of 
mental disorders common in women, participa-
tion in community forums/presentations to 
provide education to the community regarding 
mental health issues in women, supervision of 
resident care, and performing attending 
psychiatric evaluations and the care of up to 
eight inpatients.  Other duties may include 
participation in committees and department 
services as directed by the Department Head, 
assistance in reviews and audits of the inpatient 
unit, and other clinical duties as assigned.

Child Psychiatrist / Assistant or Associate 
Professor or Professor, Clinical Psychiatry 
Job # 39689 - Responsibilities include child and 
adolescent services for outpatient care and in a 
correction/residential treatment setting. Other 
duties include providing a significant 
contribution to the didactic and supervisory 
component for training programs. Individuals 
must be Board-certified or -eligible in Child and 
Adolescent Psychiatry. Salary: DOE

For additional information and/or to apply 
visit www.uacareertrack.com and reference 
specific job # from above. If you have 
questions, please contact: Ashley Lott, 
Human Resources, Dept. of Psychiatry, 1501 
N. Campbell Avenue, P.O. Box 245002, 
Tucson, AZ 85724-5002; (520) 626-3819; or 
aelott@email.arizona.edu .  Review of 
applications is ongoing until positions are filled. 
The University of Arizona is an EEO/AA 
Employer-M/W/D/V

MEDICAL DIRECTOR

Aurora Behavioral Health System, a 90 bed 
JCAH accredited, psychiatric hospital located in 
Glendale Arizona is seeking a Board Certified 
Medical Director to join our management team.  
This position offers diverse clinical and 
administrative opportunities with oversight of a 
medical staff comprised of in house and private 
physicians.  Our facility offers high quality men-
tal health and chemical dependency programs 
for adults and adolescents.  We are located in the 
Phoenix area and are only minutes away from 
professional sports venues, winter snow skiing, 
and renowned dining and shopping opportuni-
ties.  Arizona licensure to practice medicine is 
required.  Certification by the American Board 
of Psychiatry and Neurology required.  Clinical 
hospital experience in psychiatry is required.  
Past administrative experience is preferred.

We offer a competitive salary and benefit 
package, including health insurance, malpractice 
insurance and a generous leave package 
including time off for CMEs. For consideration, 
please send your applications of interest to Laura 
Miller, Director of Human Resources at:  Aurora 
Behavioral Health System, 6015 W. Peoria Ave, 
Glendale, AZ 85302.

ARKANSAS

LITTLE ROCK & FAYETTEVILLE- Gen-
eral & Child Psychiatrists. Admin/Clinical & 
Staff positions. Inpatient & partial programs. 
Fulltime or part-time positions offering highly 
competitive salary, benefits & bonus. Contact 
Joy Lankswert, In-house recruiter @ 866-227-
5415 or email joy.lankswert@uhsinc.com

CALIFORNIA

Directorship of the UCSD Academic Outpatient 
Psychiatry Program

The UCSD Department of Psychiatry (http://
psychiatry.ucsd.edu) is seeking experienced psy-
chiatric candidates at the Associate or Full Pro-
fessor level for the Directorship of the Depart-
ment’s primary Outpatient Psychiatry Program. 
This is a busy clinical program and it is the major 
site for the training of our PGY3 residents in the 
diagnosis and treatment of psychiatric 
outpatients. The clinic is the largest ambulatory 
psychiatry program in the region, admitting ap-
proximately 2,000 patients annually, and has a 
much deserved reputation for clinical excellence. 
Candidates must be Board Certified or Eligible, 
and already have or can qualify for a medical 
license in the State of California. A strong sci-
entific track record of peer-reviewed grants and 
publications is necessary. Experience and dem-
onstrated leadership and administrative skills for 
overseeing psychiatric clinical programs is 
preferred. Professorial series and rank will be 
determined by experience.  Candidates should 
submit letters of interest and their CVs to the 
Search Committee “A”, University of California, 
San Diego, Department of Psychiatry, 9500 
Gilman Drive, 0603, La Jolla, CA 92093-0603.  
Review of applications will begin on October 23, 
2009 and will continue until the position is filled. 
UCSD is an Equal Opportunity/Affirmative 
Action Employer with a strong institutional 
commitment to excellence through diversity.

UC DAVIS SCHOOL OF MEDICINE
DEPARTMENT OF PSYCHIATRY AND 

BEHAVIORAL SCIENCES

Chief, Addiction Psychiatry Division.  The 
Department of Psychiatry and Behavioral 
Sciences at the UC Davis School of Medicine is 
recruiting a ladder rank/in residence Associate 
Professor or Professor of Psychiatry to develop 
a new Division of Addiction Psychiatry.  The 
successful candidate will be proposed for an 
appointment to an endowed professorship in 
addiction psychiatry which is currently in the 
process of being established.  The candidate will 
also be proposed for appointment to the North-
ern California VA Health System to coordinate 
substance abuse clinical services, research and 
education at their Sacramento site.  The 
successful candidate should have a record of fed-
erally supported research in addiction psychiatry 
and experience in establishing and growing new 
research-oriented clinical enterprises.  A start-up 
package will be provided so the candidate may 
recruit several additional faculty members with 
experience in addiction psychiatry research.  
The search committee is chaired by Professor 
Cameron Carter, Chief of the department’s 
schizophrenia research program and Director of 
the medical center’s Imaging Research Center.  
The successful candidate should be board certi-
fied in general psychiatry, and be in possession 
of, or eligible for, a California Medical license.

For full consideration, applications must be 
received by December 31, 2009.  Position is 
open until filled, but no later than December 31, 
2009. Interested candidates should email a 
curriculum vitae and letter of interest in 
response to Position #PY-05R-09 to Juli Koe-
berlein at juli.koeberlein@ucdmc.ucdavis.edu 
and contact Professor Carter at cameron.carter@
ucdmc.ucdavis.edu for more information.  In 
conformance with applicable law and University 
policy, the University of California, Davis, is an 
equal opportunity/affirmative action employer.

http://www.ucdmc.ucdavis.edu/psychiatry/

Intuitive Health Services, Inc.
CA Corrections $170 an hour with $42 on call 
by phone.
4-10’s and week-ends often available.
Atascadero State Hospital $185 an hour.
Contact us at: (805) 703-3729  intuitivehealth
services@intuitivehealthservices.com
www.intuitivehealthservices.com

San Diego County needs psychiatrist for 
hospital, possible ER and telepsychiatry.  Salary 
extremely competitive for San Diego - up to 
170K plus 10% Boards and extra 5% second 
Boards.  CV to Marshall Lewis, MD, Clinical 
Dir, County Behavioral Health Div, Marshall.
Lewis@sdcounty.ca.gov.  Apply now at www.
sdcounty.ca.gov/hr.

Large Psychiatric medical/legal practice 
throughout CA is expanding. We are looking for 
Psych i a t r i s t s  to  pe r fo rm Worker s ’ 
Compensation evaluations. Interested?  Please 
call (800) 577-1717 ask Marlene

View the classifieds online at 

pn.psychiatryonline.org
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UC DAVIS SCHOOL OF MEDICINE
DEPARTMENT OF PSYCHIATRY AND 

BEHAVIORAL SCIENCES

CHILD PSYCHIATRIST TEACHING 
ATTENDING.  The University of California, 
Davis, Department of Psychiatry and Behavioral 
Sciences is recruiting a Health Sciences 
Assistant/Associate Clinical Professor for the 
Child Psychiatry Division.  The position is in 
the clinician/teaching academic series.  The 
individual will provide outpatient psychiatry 
services and teaching at the Child and 
Adolescent Psychiatry Clinic operated by the 
County of Sacramento.  The clinic serves as a 
teaching site for general psychiatry residents, 
child psychiatry residents, postdoctoral 
psychology fellows and medical students.  The 
successful candidate should be licensed or 
license eligible in the State of California and 
board eligible or certified in general psychiatry 
and child and adolescent psychiatry, and have an 
interest in psychiatric education and training.  
The successful candidate will lecture in seminars 
and case conferences, and provide group and 
individual supervision of clinical cases.  The 
candidate will also provide clinical teaching for 
child and general psychiatry residents, 
psychology fellows, medical students and other 
mental health professionals including timely and 
appropriate evaluation of trainee performance.

For full consideration, applications must be 
received by December 31, 2009.  Position is 
open until filled but not later than March 31, 
2010.  Interested candidates should email a 
curriculum vitae and letter of interest in 
response to Position #PY-01R-10 to Juli 
Koeberlein at juli.koeberlein@ucdmc.
ucdavis.edu.  In conformance with applicable 
law and University policy, the University of 
California, Davis, is an equal opportunity/
affirmative action employer.

http://www.ucdmc.ucdavis.edu/psychiatry/

UC DAVIS SCHOOL OF MEDICINE
DEPARTMENT OF PSYCHIATRY AND 

BEHAVIORAL SCIENCES

Health Sciences Assistant/Associate Clinical 
Professor.  The University of California, Davis, 
Department of Psychiatry and Behavioral 
Sciences is recruiting for a Health Sciences 
Assistant/Associate Clinical Professor in the 
clinician/teaching series to serve as a teaching 
attending on the Psychosomatic Medicine 
Service located at the UC Davis Medical Center 
in Sacramento.  The Unit is staffed with three 
UC Davis faculty, general psychiatry residents, 
and UC Davis medical students.  Experience in 
teaching and supervision of medical students, 
residents, and other mental health professionals 
is highly desirable.  The successful candidate 
should be board eligible or certified in general 
psychiatry, be in possession of, or eligible for, a 
California Medical license, and have an interest 
in psychiatric education and training.  
Completion of a fellowship in Psychosomatic 
Medicine is highly desirable but not required.  
The successful candidate will lecture in seminars 
and case conferences, and provide group and 
individual supervision of clinical cases.  The 
candidate will also provide clinical teaching for 
general psychiatry residents, psychology fellows, 
medical students and other mental health 
professionals including timely and appropriate 
evaluation of trainee performance.

For full consideration, applications must be 
received by November 30, 2009.  Position is 
open until filled, but no later than February 
28, 2010. Interested candidates should email 
a curriculum vitae and letter of interest in 
response to Position #PY-07R-09 to Juli 
Koeberlein at juli.koeberlein@ucdmc.
ucdavis.edu.  In conformance with applicable 
law and University policy, the University of 
California, Davis, is an equal opportunity/
affirmative action employer.

http://www.ucdmc.ucdavis.edu/psychiatry/

CALIFORNIA
BC/BE STAFF PSYCHIATRIST

Patton State Hospital is recruiting board 
certified/eligible psychiatrists.  Patton is a Joint 
Commission accredited, 1500 bed, adult 
forensic psychiatric hospital, with an extremely 
interesting and challenging patient population.  
The hospital is nestled below Arrowhead and 
the San Bernardino Mountains, 65 miles east of 
Los Angeles; an hour’s drive to beaches, Palm 
Springs, or mountain lakes and skiing.  Salary 
with Board Certification starts at $18,622 and 
goes to $21,311 monthly.  Salary for Board 
Eligible starts at $18,146 and goes to $20,711 
monthly.  In addition, Patton offers excellent 
benefits (health, dental, and vision; license 
renewal; malpractice insurance; tax-deferred 
compensation; paid annual leave and 12 holidays 
(plus one personal holiday), as well as seven days 
per fiscal year of Continuing Medical Education 
leave).  Voluntary on call duty is compensated 
on an hourly basis over and above base salary.  
We provide civil service security and retirement 
plans (including safety retirement).  For 
confidential consideration, send CV to George 
Christison, M.D., (A) Medical Director, 3102 
East Highland Avenue, Patton, California 
92369, (909) 425-7326 or Fax (909) 425-6635.

UC DAVIS SCHOOL OF MEDICINE
DEPARTMENT OF PSYCHIATRY AND 

BEHAVIORAL SCIENCES

Health Sciences Assistant/Associate Clinical 
Professor - APSS Clinic.  The University of 
California, Davis, Department of Psychiatry and 
Behavioral Sciences is recruiting for a Health 
Sciences Assistant/Associate Clinical Professor 
in the clinician/teaching series to serve as 
teaching attending at the Adult Psychiatry 
Support Services Clinic located next to the UC 
Davis Medical Center in Sacramento.  The 
Clinic is staffed with four UC Davis faculty, two 
general psychiatry residents, and two medical 
students.  Experience in teaching and 
supervision of medical students, residents, and 
other mental health professional is highly desir-
able.  The successful candidate should be board 
eligible or certified in general psychiatry, be in 
possession of or eligible for a California Medical 
license, and have an interest in psychiatric edu-
cation and training.  The successful candidate 
will lecture in seminars and case conferences, 
and provide group and individual supervision of 
clinical cases.  The incumbent will provide 
clinical teaching for general psychiatry residents, 
psychology fellows, medical students and other 
mental health professionals including timely and 
appropriate evaluation of trainee performance.

For full consideration, applications must be 
received by November 30, 2009. Position is 
open until filled, but no later than February 
28, 2010.  Interested candidates should email 
a curriculum vitae and letter of interest in 
response to Position #PY-06R-09 to juli.
koeberlein@ucdmc.ucdavis.edu.   In 
conformance with applicable law and University 
policy, the University of California, Davis, is an 
equal opportunity/affirmative action employer.

http://www.ucdmc.ucdavis.edu/psychiatry/

Karl E. Douyon, M.D., Inc.
Psychiatrists are needed as independent 
contractors for Locum Tenens positions in 
California. Pay is $175 per hour depending on 
location.  On call pay is extra.  Hours are flexible 
for weekdays and some weekends.  Call 805-644-
4093.  Fax resumes to 805-830-6300.
karledouyonmd.com

CAREERS AS WIDE OPEN AS THE HORIZON
In Riverside County, the future is bright.

New Salaries Announced
“The Best Psychiatrist Opportunities in 

California”

The County of Riverside in beautiful Southern 
California is seeking general adult and 
sub-specialty trained psychiatrists to serve the 
growing needs of clients in our County-operated 
public mental health system.

We offer excellent compensation for 
psychiatrists through regular employment (up 
to: $225,630, non-Bd.C.; $238,364 Bd.C.; 
$250,722, Mult.Bd.C.) with a great benefit 
package, including County payment of 
employee retirement contributions to the 
Public Employee Retirement System (PERS) 
equal to 8% of salary with retirement formula 
3%@ age 60, with generous annual leave and 
CME leave.  We provide addit ional 
compensation for inpatient and jail services.

Psychiatrists are especially needed for 
Riverside County Regional Medical Center 
(RCRMC) - Emergency Treatment Services 
(ETS) and Inpatient Treatment Facility 
(ITF).  Additional outpatient psychiatrist 
hours are needed for Mid-County clinics and 
clinics in the Palm Springs/Indio area.  A 
current California license required.

Join our team of competent, committed, and 
caring medical staff. Come to Southern 
California to live and work in our ideal climate 
within close proximity to our beaches, 
mountains, forests and the greater L.A. metro-
politan area’s vast array of cultural, educational, 
sporting and recreation opportunities, plus some 
of the most affordable housing in California.

If you are interested in discussing any of our 
psychiatric positions, please contact Jerry L. 
Dennis, MD, Medical Director (Ph: 951-358-
4621), and send your CV to Tiffany Mott by 
E-mail to tmott@rc-hr.com

Riverside County....Beyond Your 
Expectations

COLORADO

BOULDER: General or Child Psychiatrist. 
Staff and Admin/Clinical positions. Inpatient & 
Partial programs. Fulltime positions offering 
salary, benefits and incentive plan.  Newly 
acquired UHS hospital.  Contact: Joy 
Lankswert, In-house recruiter @ 866-227-5415 
or email joy.lankswert@uhsinc.com

CONNECTICUT

Full time psychiatrist, inpatient or outpatient 
service.  Dept of Psychiatry at outstanding 
community hospital in central CT.  Experienced, 
collegial, professional, multidisciplinary team.  
Reasonable call, competitive salary & benefits.  
Respond in confidence to Robert Grillo MD, 
Chairman Dept Psychiatry Middlesex Hospital 
robert_grillo_md@midhosp.org

INPATIENT ADULT PSYCHIATRIST-
CENTRAL CT
FT/PT opportunity for BC/BE adult 
psychiatrist in 16-bed inpatient service with a 
community hospital offering a comprehensive 
mental health continuum.  Enjoy working with 
an established team bringing a multidisciplinary 
approach to patient care. Crisis Center located 
in emergency department.   This position offers 
a competitive salary and benefits and adaptable 
hours for the right individual. Call 1:5.

The practice is located in a family-oriented city 
located approximately two hours from NYC and 
Boston and 20 minutes to the capitol city of 
Hartford.  Enjoy the charm of four seasons with 
a choice of attractive communities with 
Connecticut’s best rated schools, shopping, 
award-winning restaurants, and regional theatre 
and easy access to skiing and the coast.

For more information about this opportunity, 
please contact Carolyn Doughtie of Physician 
Recruitment at 800.892.3846 or fax/email your 
CV to 860.585.3133. EOE

Email address: cdoughti@bristolhospital.org

CONSULTATION-LIAISON PSYCHIATRIST

The Yale University School of Medicine, 
Department of Psychiatry, is seeking a full time 
consultation liaison psychiatrist.  Candidates 
must be licensed (or license eligible) to practice 
in the state of Connecticut, eligible for medical 
staff privileges at Yale-New Haven Hospital, and 
board eligible in psychiatry.  Added 
qualifications in psychosomatic medicine highly 
desirable.  This is an exciting academic 
opportunity in a behavioral medicine program 
involving both outpatient and inpatient work, 
with opportunities for teaching and research.  
The position carries academic appointment 
commensurate with experience.

Available fall, 2009.  To apply please contact Paul 
Desan, MD, PhD, 20 York St CB2039, New 
Haven, CT 06504, paul.desan@yale.edu. Yale 
University is an affirmative action, equal oppor-
tunity employer.  Applications from women and 
minority group members are encouraged.

DELAWARE

WILMINGTON / NEWARK & DOVER: 
Child Psychiatrist. Inpatient/partial programs. 
Very competitive salary, benefits & incentive 
plans. Will sponsor visa candidates. Contact Joy 
Lankswert @ 866-227-5415; OR email joy.
lankswert@uhsinc.com

BUNDLE YOUR ADS!

Bundled pricing is a great 
way to save, while receiving 

maximum exposure for 
your ad.  

Save 10% on all orders when 
running an ad in print 

(Psychiatric News and/or 
Psychiatric Services) and the 

APA Job Bank.  

Call Alice Kim at 
703.907.7331 or email
classads@psych.org
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DISTRICT OF COLUMBIA

Washington, DC
George Washington University Medical 
Center

Founded in 1977, this ACGME-accredited 
fellowship in Psychosomatic Medicine is 
currently accepting applications for three 
PGY-V positions starting July 1, 2010.  Under 
the guidance of Thomas N. Wise, M.D. and 
Catherine C. Crone, M.D., the fellowship 
offers training in both inpatient and outpatient 
settings at a large tertiary care teaching facility 
that provides care to a diverse socioeconomic 
and cross-cultural patient population.  This 
includes extensive experience in oncology, 
Ob-Gyn, HIV, pulmonary, cardiology, and 
organ transplantation.  Emphasis is placed on a 
balance of clinical experience and didactic teach-
ing addressing the biopsychosocial approach to 
understanding the medically ill patient.  The 
experience is enhanced further by constant 
mentoring throughout the academic year along 
with efforts to tailor the training experience 
according to the individual fellow’s interests and 
career goals.  Opportunities in teaching, 
research, and outpatient psychotherapy are 
readily available and strongly encouraged.  The 
program is based at Inova Fairfax Hospital, an 
833-bed hospital located near Washington, D.C.

Interested individuals should contact
Catherine C. Crone MD, Fellowship 
Director
George Washington University Medical 
Center
c/o Inova Fairfax Hospital
3300 Gallows Rd, Falls Church, VA  22042
(703) 776-3380   Fax: (703) 776-3029
cathy.crone@inova.org

FLORIDA

DAYTONA - MELBOURNE - ORLANDO 
- MIAMI - FORT LAUDERDALE - PALM 
BEACH - OCALA - GAINESVILLE - 
FORT MYERS - SARASOTA - PENSEC-
OLA - JACKSONVILLE - Psychiatrists 
needed for rapidly expanding Nursing Home 
Service.  Great support.  No call.  Average Salary 
210K + benefits.  Part-time available.  Some 
travel required.  Must have FL Medicare & FL 
Medicaid individual provider #s.  No 
Restrictions (H1B Candidates Considered).  Call 
our administrator, Christy, at 866-936-5250.

PSYCHIATRISTS - Full-Time, Tampa Bay 
area in Florida. For over three decades BayCare 
Behavioral Health has continually developed, 
improved and adapted treatment, rehabilitation 
and support services to best suit the changing 
behavioral health needs in the communities we 
serve. Qualified candidates must have State of 
Florida Medical License, DEA and 3 years psych 
experience. Board certified preferred. Apply at 
www.BayCareJobs.com or call 727-816-9853 
x229. EOE, DFWP

GEORGIA

ATLANTA: General, Geriatric & Child Psy-
chiatrists - Inpatient & partial programs. Med-
ical Director and Staff positions. Fulltime offer-
ing salary, benefits & bonus plans.  Weekend 
moonlighting also available for day shifts only 
at several UHS hospitals - no overnight call.
Contact Joy Lankswert, In-house recruiter @ 
866-227-5415 or email joy.lankswert@uhsinc.
com

Hospitalist Psychiatrist position and an 
Office-Based position with a dynamic and 
expanding 53-bed, adult behavioral health 
enter. Programs include adult psychiatry, 
chemical dependency and geriatrics, and all 
patients are admitted on a voluntary basis.

Nestled in the foothills of northwestern Geor-
gia, Rome is surrounded by seven hills and the 
Coosa, Etowah and Oostanaula Rivers.  Rome 
is a unique small city that has been recognized 
as the “Number One Small City in the South-
east” and is an hour from Atlanta as well as Chat-
tanooga.  Rome boasts a flourishing health care 
community with more than 350 practicing phy-
sicians. Our area enjoys a mild climate and offers 
quality educational and cultural opportunities.

Floyd offers a competitive salary with great 
benefits and bonus opportunities. This position 
is available for J-1 Visa candidates and the 
qualified candidate will be joining a successful, 
experienced psychiatric physician already 
practicing in this  role.  Outstanding 
compensation includes full benefits and reloca-
tion for the right executive. For confidential 
consideration, please apply online at  www.floyd.
org.  For more information email Cami Legacy 
(clegacy@floyd.org) or call 706.509.3964.

KENTUCKY

Radcliff - easy commute from LOUISVILLE: 
Child or General Psychiatrist for inpatient & 
outpatient services.  Highly competitive salary, 
benefits, & bonus. Will sponsor visa candidates.  
Contact Joy Lankswert, In-house recruiter @ 
866-227-5415 or email joy.lankswert@uhsinc.
com

LOUISIANA

The Department of Psychiatry and 
Neurology at Tulane University School of 
Medicine is recruiting a geriatric psychiatrist 
for a full-time faculty position.  The candidate 
will spend part of their time at the Southeast 
Louisiana Veterans Health Care System 
(SLVHCS) and will also be involved in the new 
initiatives in both clinical geriatric care and 
special geriatric education programs at Tulane.  
Responsibilities include patient care as well as 
contributing to the various teaching and training 
programs of Tulane University’s Department of 
Psychiatry and Neurology at the SLVHCS.  He/
she will be provided the opportunity to pursue 
their research interests.  The person selected for 
this position must be professionally competent 
and be board eligible/certified in general 
psychiatry and in geriatric psychiatry.  She/he 
must be eligible for medical licensure in the 
State of Louisiana and have a current state and 
federal narcotics number.  In addition, 
candidates must be eligible for clinical privileges 
at Tulane University Hospital and Clinic under 
the appropriate staff category and must agree to 
abide by those privileges as outlined by the 
current bylaws of the institution.  Salary will be 
competitive and commensurate with the level of 
the candidate’s academic appointment.  Applica-
tions will be accepted until a suitable qualified 
candidate is found.  Applicants should send 
letter of interest, updated CV and list of refer-
ences to Daniel K. Winstead, MD, Heath Pro-
fessor and Chair, Department of Psychiatry and 
Neurology, Tulane University School of Medi-
cine, 1440 Canal Street TB48, New Orleans, LA  
70112.  Interested and eligible candidates may 
obtain further information by contacting Daniel 
K. Winstead, MD at 504-988-5246 or win-
stead@tulane.edu.  Tulane is strongly committed 
to policies of non-discrimination and affirmative 
action in student admissions and in employment.

BC/BE Psychiatrist

OCHSNER ST. ANNE GENERAL HOSPITAL is 
seeking:

•  A BC/BE Psychiatrist for an employed 
position in Raceland, Louisiana

•  Located 40 miles from New Orleans with a 
population of approximately 40,000

•  Not-for-profit critical access hospital 
providing inpatient & outpatient services with 
high quality, cost-effective emergency, medical 
& surgical care

•  Part of nationally renowned health system of 
7 hospitals, 700+ member physician group, and 
35 health centers

•  Very competitive salary and benefits
•  Family-oriented community with year-round 

outdoor activities
•  Favorable malpractice environment in 

Louisiana
•  Ochsner Health System is an equal 

opportunity employer.

Please email CVs to:  profrecruiting@ochsner.
org or call (800) 488-2240.  Ref# APSTA09. 
EOE.

CHILD PSYCHIATRISTS - DEPART-
MENT OF PSYCHIATRY AND NEUROL-
OGY, TULANE UNIVERSITY SCHOOL 
OF MEDICINE in New Orleans, LA, is 
recruiting for BE/BC child psychiatrists at the 
instructor or assistant professor level, salary 
commensurate with experience.  Clinical 
responsibilities available in the areas of inpatient 
psychiatry, community based child and 
adolescent psychiatry, and early childhood men-
tal health.  Teaching responsibilities include the 
supervision of residents, clinical psychology 
fellows and interns, and medical students 
rotating through the clinical facilities serviced 
by this position as well as the presentation of 
grand rounds and participation in the didactic 
series in child psychiatry.  Clinical research is 
strongly encouraged.  The persons selected must 
be professionally competent and be board 
eligible/certified in general psychiatry.  She/he 
must be eligible for medical licensure in the 
State of Louisiana and have a current state and 
federal narcotics number.  In addition, 
candidates must be eligible for clinical privileges 
at Tulane University Hospital and Clinic under 
the appropriate staff category and must agree to 
abide by those privileges as outlined by the 
current bylaws of the institution.  Applications 
will be accepted until a suitable qualified 
candidate is found.  Send CV and list of 
professional/academic references to Charley 
Zeanah, Jr, MD, Professor and Vice Chair, Child 
and Adolescent Psychiatry, Tulane University 
School of Medicine, Department of Psychiatry 
and Neurology, 1440 Canal Street TB52, New 
Orleans, LA  70112  (czeanah@tulane.edu).  
Tulane is strongly committed to policies of 
non-discrimination and affirmative action in 
student admission and in employment.

DEPARTMENT OF PSYCHIATRY AND 
NEUROLOGY, TULANE UNIVERSITY 
SCHOOL OF MEDICINE in New Orleans, 
LA, is recruiting for several general and forensic 
psychiatrists (clinical track) for our growing 
department, at the Assistant/Associate Professor 
level.  Candidates must have completed an 
approved general psychiatry residency and be 
board certified/eligible in general psychiatry and 
forensic psychiatry, respectively.  Responsibili-
ties will include direct patient care, teaching of 
medical students and house officers, and 
research (clinical and basic science) at various 
state hospitals, state correctional institutions, 
and at Tulane University Health Sciences Cen-
ter.  Time allocations will be based upon indi-
vidual situations.  Applicants must be eligible to 
obtain a Louisiana medical license.   In addition, 
candidates must be eligible for clinical privileges 
at Tulane University Hospital and Clinic under 
the appropriate staff category and must agree to 
abide by those privileges as outlined by the 
current bylaws of the institution.  Applications 
will be accepted until suitable qualified candi-
dates are found.  Send CV and list of references 
to Daniel K. Winstead, MD, Heath Professor 
and Chair, Department of Psychiatry and 
Neurology, Tulane University School of Medi-
cine, 1440 Canal Street TB48, New Orleans, LA  
70112.  For further information, you may con-
tact Dr. Winstead, at 504-988-5246 or win-
stead@tulane.edu. Tulane is strongly committed 
to policies of non-discrimination and affirmative 
action in student admission and in employment.

The Southeast Louisiana Veterans Health 
Care System (SLVHCS), formerly the New 
Orleans Veterans Affairs Medical Center and the 
Department of Psychiatry and Neurology at 
Tulane University School of Medicine seek a 
candidate to fill the position of Chief, Mental 
Health Service at SLVHCS. All candidates will 
have clinical, administrative, teaching and 
research responsibilities and must be board 
eligible/certified and have academic credentials 
to be qualified for a faculty appointment at Tu-
lane University School of Medicine

Applicants should have both clinical and 
administrative experience, and may be 
psychiatrists, psychologists, nurses, or social 
workers. A doctoral degree is required. 
Applicants must possess a knowledge and 
understanding of health care policies, missions, 
and operating programs, and be knowledgeable 
about mental health care delivery and about 
mental health information management. He/she 
will be involved in the design of the Mental 
Health areas of the new VA hospital planned for 
Southeast Louisiana. United States citizenship 
or permanent residency is required.  Salary and 
academic rank will be commensurate with 
qualifications and experience of the applicant.

We will continue to accept applications until a 
suitable qualified candidate is found.  Interested 
applicants should mail a curriculum vitae with a 
list of 7 references to Daniel K. Winstead MD, 
Tulane Dept. of Psychiatry and Neurology, 1440 
Canal Street  TB48, New Orleans, LA  70112 
or e-mail CV and references to winstead@
tulane.edu.  Tulane is strongly committed to 
policies of non-discrimination and affirmative 
action in student admissions and in employment.

MAINE

Adult and Child/Adolescent Psychiatrists
Nation’s 1st Psychiatric Magnet Hospital 
seeking BC/BE psychiatrists for both our adult 
and child/adolescent inpatient and outpatient 
programs. We are a thriving, non-profit, private 
community-based hospital offering acute 
psychiatric care for adults and children, as well 
as chemical dependency programs. One of only 
two private psychiatric hospitals in Maine. We 
offer physicians clinical practice in a highly 
collaborative, multi-disciplinary setting. 
Competitive salary/benefit package. Send CV 
to: VP of Medical Affairs, The Acadia Hospital, 
P.O. Box 422, Bangor, ME 04402-0422.  
www.acadiahospital.org 

Adult IP Psychiatrist - Scenic Central Maine
MaineGeneral Medical Center in Augusta/
Waterville, Maine is seeking a BC/BE adult 
psychiatrist with interests in inpatient psychiatry 
or outpatient psychiatry/substance abuse. You 
will be joining a staff of six employed physicians 
who provide multidisciplinary inpatient, 
outpatient, and consultative services. We have a 
30-bed inpatient program at our Thayer 
Campus in Waterville, five Intensive Outpatient 
Programs in Waterville and Augusta, an ACT 
Team, and an outpatient program providing 
psychiatric and substance abuse treatment. We 
also provide consultative support for our 
inpatient medical and surgical services. We offer 
excellent benefits including relocation assistance 
and competitive salary. MaineGeneral is located 
in scenic central Maine and is a short drive away 
from ski resorts, lakes and rivers, award-winning 
golf courses, abundant hiking trails, and the 
beautiful Maine coast.  We are just an hour north 
of Portland, Maine’s largest city, and three hours 
from Boston. Send your CV to Lisa Nutter, 
Physician Recruiter at lisa.nutter@maine
general.org or call 1-800-344-6662.  For more 
information, visit www.mainegeneral.org.

Strengthen your recruitment 
effort through the APA Job Bank!

Post your career opportunity 
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Prefer to keep it confidential? 
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MARYLAND

Springfield Hospital Center is seeking Board-
certified or Board-eligible general psychiatrists 
for our 350-bed MHA adult inpatient facility. 
Salary is negotiable, within MHA guidelines. 
Our rural, tobacco-free campus is 22 miles west 
of Baltimore, convenient to the Chesapeake Bay, 
Washington, and a variety of cultural, historic, 
sports, and recreational venues. Benefits include 
27 paid days off in the first year, subsidized 
health insurance, free parking, a generous 
retirement program, and a truly pleasant 
workplace. A Medical Services physician is 
always on campus to attend to patients’ somatic 
needs. Staff psychiatrists are not expected to 
work after hours, but some choose to 
supplement their salary by providing evening 
and weekend/holiday coverage under contract. 
In addition, we offer after-hours coverage 
contracts to psychiatrists who are not full-time 
staff members. Please send CV to Jonathan 
Book, M.D., Clinical Director, SHC, 6655 
Sykesville Road, Sykesville, MD 21784. For 
questions, call (410)970-7006 or e-mail 
JBook@dhmh.state.md.us.  EOE

MASSACHUSETTS

Faculty Position, Department of Psychiatry
Beth Israel Deaconess Medical Center

Harvard Medical School

The Department of Psychiatry at Beth Israel 
Deaconess Medical Center (BIDMC), a major 
teaching hospital of Harvard Medical School, is 
seeking an exceptionally qualified candidate for 
the position of DIRECTOR OF PSYCHO-
PHARMACOLOGY. This full-time faculty 
position involves half-time commitment to the 
Department’s Clinical Psychopharmacology 
Service. Responsibilities include clinical consul-
tation, supervision of psychiatric residents, and 
service delivery in the Psychiatry Ambulatory 
Service, as well as clinical consultation in the 
Inpatient Unit. The appointee will be expected 
to play a leadership role in the Department’s 
clinical, academic and educational programs, 
including the Harvard Longwood Psychiatry 
Residency Training Program. The position also 
provides 50% time for clinically oriented 
research in psychopharmacology. Departmental 
start?up funds commensurate with experience 
and scope will be available to assist with develop-
ment of an externally funded research program 
in psychopharmacology. Applicants should have 
at least two years of specialized clinical and 
research experience in psychopharmacology. 
Additional requirements  include  Board  Certi-
fication in Psychiatry and eligibility for licensure 
in Massachusetts. Applicants should send a 
statement of interest and experience,  curriculum 
vitae, and the names, addresses, phone numbers, 
and e-mail addresses of three references to: 
David C. Jimerson, M.D., Chair, Psychophar-
macology Search Committee,  Dept. of  
Psychiatry, BIDMC, 330 Brookline Ave., 
Boston, MA 02215.  E-mail: psychopharm.
search@bidmc. harvard.edu   Correspondence 
by e-mail is preferred. Women and underrepre-
sented minorities are strongly encouraged to 
apply. A Harvard Medical School appointment 
at an appropriate rank is available.

MARLBOROUGH, MASSACHUSETTS - 
UMass Department of Psychiatry is seeking 
candidates for a full time psychiatrist at its 
affiliated general hospital in Marlborough, 
Massachusetts.  The position primarily involves 
providing treatment and clinical care supervision 
on the unit’s superb partial hospital program and 
some amount of inpatient coverage.  Our 
Department of Psychiatry has a large clinical 
faculty with clinical, teaching and academic 
opportunities at a wide variety of inpatient and 
outpatient programs.  We have faculty 
development programs, commitment to our 
care, training and research missions, and a great 
living and learning environment in Central 
Massachusetts.  If you want to know more about 
job opportunities or the department in general, 
please email psychiatryrecruitment@umass
memorial.org or fax to 508-856-5990.   AA/EOE

Starr Psychiatric Center seeks a 20-30 hr 
psychiatrist for dynamic established psychiatric 
practice On Boston’s South Shore.  Medical 
model, multi-disciplinary staff.  Stimulating en-
vironment, good pay.  Clinic has a reputation for 
successful care, where others have failed.  Email 
davidzstarr@juno.com or call 508.580.2211.

High Point Treatment Center is seeking a 40 
hr week psychiatrist to allocate 20 hrs managing 
8-beds Inpatient Psychiatric Unit and 20 hrs 
allocated to outpatient services located in 
Plymouth, MA.  Salary ranging from $170,000 
- $190,000.  No weekends, paid holidays and 
leave time.  Health benefits available.  If willing 
to work an additional 1 hr per day salary range 
would be $200,000 - $215,000.  If interested, 
please contact Jim Horvath at 508-503-2455 or 
email to jim.horvath@hptc.org.

BOSTON areas - Brookline, Jamaica Plain, 
Pembroke, Lowell and Westwood: Child & 
General Psychiatrists. Inpatient/partial pro-
grams. Staff & Medical Director Positions de-
pending on location. Very competitive salaries, 
benefits & incentive plans. NO CALL. Contact 
Joy Lankswert, In-house recruiter @ 866-227-
5415; OR email joy.lankswert@uhsinc.com

MICHIGAN

Medical Director - An Easy Income of $220k 
to $240k (Or More) - No long workdays 
necessary to make a great income.  Seeking 
Psychiatrist for clinical and part-time adminis-
trative responsibilities on Psychiatric Services in 
a hospital in Saginaw, MI.  Adult and C/A 
psychiatric services. Salary w/benefits is also an 
option. Very close to Bay City on Lake Huron 
and Flint. Only an hour and a half to Detroit 
and Ann Arbor. Please call Terry B. Good at 
1-804-684-5661, Fax #: 804-684-5663; Email: 
terry.good@horizonhealth.com.

GRAND RAPIDS - Staff Psychiatrist.  
Inpatient and Outpatient practice position. 
Collegial clinical care & work environment. 
Very competitive salary & benefits.  Contact Joy 
Lankswert @ 866-227-5415 or email joy.
lankswert@uhsinc.com

MISSISSIPPI

North Central Mississippi, just one hour south 
of Memphis, TN. Medical Director/Associate 
Medical Director opportunities available for 15-
bed Adult and 22-bed Geriatric inpatient units, 
in addition to a 23-bed Chemical Dependency 
Program. Excellent income potential and 
practice opportunity. For more information 
contact: Mark Blakeney, Voice: 972-420-7473, 
Fax: 972-420-8233; email: mark.blakeney@
horizonhealth.com  EOE.

MISSOURI

Seeking Adult, Child and Adolescent 
Psychiatrist for Community Mental Health 
Center in Southeast Missouri.

Family Counseling Center (FCC) is an 
innovative behavioral health center providing 
comprehensive psychiatric and addiction 
treatment services in Southeast Missouri.  FCC 
is a leader in rural mental health services 
providing a continuum of services and social 
supports for clients with psychiatric needs.  FCC 
is widely recognized for its innovative approach 
resulting in numerous grants and recognition at 
local, state and federal levels.

A professional, technologically advancing 
environment of collegiality with other trained 
psychiatrists along with a superb team of 
therapists, social workers and case managers 
awaits potential applicants.  Family Counseling 
Center meets the requirements of underserved 
populations and J1 applications are welcome.

Qualifications/Responsibilities:  Board 
eligible/certified with license in Missouri 
required with commitment to community-based 
psychiatry.  Job responsibilities involve primarily 
outpatient psychiatry with limited and scheduled 
inpatient and telepsychiatry duties.  The 
psychiatrist may work a 4 day, 10 hour schedule 
if desired.  The compensation package allows for 
potential income of up to $220,000 annually 
with additional fringe benefits.  Employer paid 
malpractice insurance, health insurance, 
retirement plan, and three weeks annual vacation 
and one week annual CME will be provided in 
addition to income potential.

The location is Kennett, Missouri, a small town 
located near interstate 55 to access Memphis and 
Jackson Tennessee; Jonesboro, Arkansas and 
Arkansas State University; and Cape Girardeau 
and Southeast Missouri State University in 
approximately 1.5 hours or less.  Kennett is the 
hometown of internationally acclaimed 
entertainer Sheryl Crow and provides a safe, 
friendly place for families to live.

We will be attending APA conference. Please 
call Dr. Ravdeep Khanuja, Medical Director at 
573-776-4465 if interested to setup a time to 
meet.

KANSAS CITY - Staff and potential Admin/
Clinical positions. General and specialty 
inpatient and partial programs.  Fulltime posi-
tion s offering salary, benefits and incentive plan.  
Contact Joy Lankswert, In-house recruiter @ 
866-227-5415 or email joy.lankswert@uhsinc.
com

MONTANA

Rocky Mountain Paradise! Consider an 
exciting new practice opportunity for two NEW 
distinct Adult and Geriatric Inpatient 
Psychiatric Units, comprised of 26 total beds in 
Helena, MT. Nestled beneath the foothills of 
the Montana Rockies, Helena, the Capital of 
Montana, is alive with history and culture. This 
charming and beautiful Victorian city of 70,000 
people provides a diverse attraction with many 
street festivals, theater, museums, symphonies, 
fairs and rodeos. There is truly something for 
everyone here! Excellent practice opportunity 
with great income ($200K+) and unparalleled 
quality of life! For more information contact: 
Mark Blakeney, Voice: 972-420-7473, Fax: 972-
420-8233; email: mark.blakeney@horizonhealth.
com  EOE.

NEVADA

The University of Nevada School of 
Medicine Department of Psychiatry is seek-
ing qualified candidates for Associate/Full Pro-
fessor, Chairperson, Department of Psychiatry, 
Statewide. The successful candidate will have a 
strong academic and administrative background 
in medical education, excellence in teaching 
medical students and residents in an ACGME 
accredited residency or medical school. M.D. or 
equivalent and board certified in Psychiatry are 
required. For more information, please contact 
Search Coordinator, Michelle Hogan at 702-
671-2384 or mhogan@medicine.nevada.edu. To 
apply, please visit https://consensus.medicine.
nevada.edu. EEO/AA. Women and underrepre-
sented groups are encouraged to apply.

NEW HAMPSHIRE

Staff Psychiatrist in New England - Package 
of 180K-210K - Rich Benefits and 15K in 
Tax Savings. Inpatient focused responsibilities 
based at Concord Hospital in Concord, NH. 
Require ECT training/experience. Interest in 
TMS is desired. Option to participate in clinical 
teaching. EMR. One hour to Boston, the White 
Mountains, or the Atlantic Coast. No state 
income tax or sales tax. Germaine Lorbert at 
800-678-7858, x63704 or glorbert@
cejkasearch.com; www.cejkasearch.com. 
ID#133805PY.

NEW JERSEY

Psychiatrist - Adult/Child -  Immediate 
Opening Full/Part Time.  Work independently 
in Brand New Facility, all support services 
included.
Beautiful location and office.  Fax CV to Denise 
Hunt @732701-8418 or email: dhunt@
bridgementalhealth.com

CHILD & ADOLESCENT PSYCHIATRIST/GENERAL 
ADULT PSYCHIATRIST

Child psychiatrist and General Adult 
Psychiatrist to join unique, private, fee for 
service, child, adolescent & adult therapy Center 
in New Jersey. Center provides wide array of 
services, provides high quality care, is successful 
and continues to grow. Locations in Cedar 
Knolls, Westfield, Ridgewood and Princeton.  
Openings currently available in each location.  
Compensation is generous. Hours are flexible. 
Collegial atmosphere is quite pleasant.  E-mail 
CV to abbazn@aol.com.

Westampton Township - Just East of 
Philadelphia.  Addiction Psychiatrist or 
General Psychiatrist with interest in dual diag-
noses. Very competitive compensation and 
benefits. No on site weekend call required. Con-
tact Joy Lankswert, In-house recruiter @ 866-
227-5415 or email joy.lankswert@uhsinc.com

NEW YORK CITY & AREA

BC/BE Psych i a t r i s t s  to  p rov ide 
Consultation-Liaison services in Long Term 
Care settings (NH, SNF).
Facilities Located in NYC Metro area, Long 
Island and Westchester, Putnam, Dutchess, 
Rockland, Orange and Ulster Counties.
Priority positions for: Staten Island, Duchess 
and Orange Counties.
PT/FT Well above average salaries/benefits, 
flexible hours.
Recent graduates encouraged to apply.

Please contact: Carlos Rueda, M.D. at Tel: 
718-239-0030 or via fax: 718-239-0032
E-mail: crueda@neuropsychllp.com

BC/BE Psychiatrists
Child/Adolescent

Throggs Neck, Bronx or
Sheepshead Bay, Brooklyn

1-2 Days (Mon-Fri)

Astoria, Queens
Saturdays

YAI/Premier HealthCare is a nationally 
recognized, well-established NYC diagnostic & 
treatment center for people with developmental 
disabilities and their families.

This is an opportunity to work with a 
professional staff of doctors and nurses in a 
multi-cultural, team environment. Growing 
field for learning. Send CV to: Karen Meyers, 
Clinical Recruiter, Premier HealthCare, 460 
West 34 Street, N.Y., N.Y. 10001 Fax 212-563-
4836. Email: kmeyers@yai.org . EOE.

On Call Psychiatrists: Psychiatrists, Fellows 
and Senior Residents to cover days, nights, 
weekends and Holidays in the Psychiatric 
Emergency Department at the Long Island 
College Hospital. Please fax resume to:  THE 
LONG ISLAND COLLEGE HOSPITAL, 
DEPARTMENT OF PSYCHIATRY, 339 
Hicks Street, FAX:  (718) 780-1827 Attn: Judith 
Velez or call 718-780-1065.

PSYCHIATRISTS

Lutheran Medical Center and Lutheran Family 
Health Center in Southwest Brooklyn, offering 
a continuum of community-oriented behavioral 
health services within the Department of 
Psychiatry, have openings available for the 
following:

AMBULATORY CLINIC -  F /T  - 
ADDICTION & ADULT PSYCHIATRISTS 
- Tailored for psychiatrists with expertise in 
psychopharmacology, but also multidisciplinary 
team participation, where therapists prepare 
treatment plans. We welcome interests in 
teaching, geriatrics, HIV populations, and/or 
Clozaril, among others. Our Ambulatory team 
offers treatment in facilities that have a federal 
HPSA (Health Profession Shortage Area) 
designation for loan repayment purposes, a 
financial plus. Bilingual English/Spanish, 
Chinese or Arabic is considered a premium.

INPATIENT/ED MOONLIGHTING PSY-
CHIATRISTS - Rare blocks of weekly Moon-
lighting shifts available (Weeknights, Weekends 
and Holidays) for NYS-licensed Psychiatrists to 
cover ED/CL/Detox Services and/or Adult 
Psych Unit. Includes payment of Part-Time 
malpractice insurance premiums if contracting 
for blocks of shifts. Ideal setting for Fellows, 
part-time & pvt practice Psychiatrists to stabilize 
income in a physician-friendly setting!

Please fax 718-630-8594, email: tirvin@
lmcmc.com or send resume/CV to: Tracey Irvin, 
Dept. of Psychiatry, Lutheran HealthCare, Suite 
2-45, 150 55th Street, Brooklyn, NY  11220. 
EOE/AA M/F/D/V

LUTHERAN HEALTHCARE
www.LutheranHealthCare.com
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Outpatient Psychiatrists

The Department of Psychiatry at The Mount 
Sinai Medical Center in Manhattan has an 
opening for a General Adult Psychiatrist.  The 
FT/PT position includes outpatient work at the 
World Trade Center Mental Health Program 
with opportunities for teaching and clinical 
research. The position will include an academic 
appointment commensurate with experience.  
Qualified candidates will possess an MD or DO 
degree, be board eligible or certified in General 
Adult Psychiatry and preferably have additional 
experience in treating mood and anxiety 
disorders. Spanish and/or Polish speaking 
physicians are strongly encouraged to apply. The 
Mount Sinai Medical Center is a premier 1,171 
bed tertiary-care facility internationally 
acclaimed for excellence in clinical care, 
education and scientific research in nearly every 
aspect of medicine.

Interested applicants should contact Fatih 
Ozbay, MD, Associate Medical Director of the 
WTC Mental Health Program at (212) 241 
8462 or email fatih.ozbay@mssm.edu

Child and Adolescent Psychiatrist
P/T - 10-15 hours per week (evenings and/or 
weekends) in a Child and Family Mental Health 
Center in Brooklyn. Excellent compensation. 
No call. Fax resume to (718) 553-6769, or email 
to clinicaldirector@nypcc.org

NEW YORK STATE

St. Lawrence Psychiatric Center, a fully 
accredited NYS Office of Mental Health facility, 
seeks licensed psychiatrists to work in an 
outpatient clinic setting.  Applicants (licensed or 
license-eligible in NY) interested in adult, 
children/youth, and sex offender inpatient op-
portunities are also encouraged to apply.  In
 addition to salary ($161,750 to $174,198) and 
guaranteed additional compensation for 
voluntary participation in an on-call program, 
benefits package includes medical/dental/vision 
insurance, paid vacation, holiday and sick time, 
an excellent retirement plan, and educational 
and professional leaves. SLPC is an EO/AAE, 
federally designated as MHPSA.

Located on the scenic St. Lawrence Seaway in 
northern New York, St. Lawrence Psychiatric 
Center is located within reasonable driving 
distance of many cultural, educational and 
economic opportunities, including metropolitan 
Ottawa and Montreal, Canada, and Syracuse, 
NY.  Close proximity to the Adirondack 
Mountains and Canada offers easy access to a 
wide variety of unspoiled natural areas and 
provides abundant recreational opportunities 
throughout the year.

Submit letter of interest to: Rosella Turnbull, St. 
Lawrence Psychiatric Center, One Chimney 
Point Drive, Ogdensburg, NY 13669 or at 
slmrrmt@omh.state.ny.us. If you have questions, 
please call (315) 541-2189.

ELMIRA PSYCHIATRIC CENTER
Adult and Adolescent Psychiatrists

Board Certified - $172,269 - $176,903
Licensed Physician - $141,751

Limited Permit - $107, 318 - $115,905

•  All positions M-F 8-4:30 with no managed 
care insurance demands

•  Optional participation in a low stress on-call 
program with potential to earn up to an extra 
$74,000/year

•  Student loan repayment available
•  Excellent NYS benefits package
•  Inpatient, Outpatient and Day Treatment 

services
•  Our location offers: quality housing prices; 

little traffic; regional airport; Cornell 
University; 4hr drive to NYC, Toronto & 
Philadelphia; 5 ½ hr drive to Boston & DC;  
less than 1hr to Finger Lakes

For further info contact: Patricia Santulli, 
Director of Human Resources at: Elmira 

Psychiatric Center, 100 Washington Street, 
Elmira, NY 14901 or 

e-mail: elpopms@omh.state.ny.us or
call: (607) 737-4726 or fax: (607) 737-4722

An AA//EOE Employer

Ulster County Mental Health, an outpatient 
clinic with a wide range of services, has a 
potential opening for Staff Psychiatrist.  Position 
requires a recovery-oriented board certified or 
board-eligible community psychiatrist to treat 
adult patients.  AOT interest is a bonus.  UCMH 
is located in the beautiful Hudson Valley, two 
hours north of NYC.  Competitive salary, 
on-site psychopharmacology supervision and 
collegial atmosphere.  No on-call or weekends.  
Hours and benefits to be determined.  FAX CV 
to JuLita Adamczak, MD, Medical Director, 
FAX #845-340-4094.

Western New York-Chautauqua Region: 
Jamestown Psychiatric PC is seeking a Psychia-
trist to join our rapidly growing Adult and Child 
Psychiatric team. Competitive salary and flexible 
growth opportunities are offered.  We will offer 
a starting bonus to eligible candidates. Loan 
repayment, J1 or H1 assistance available. Please 
contact Mrs. Linda Jones, office manager @ lj@
psychwebmd.com or Phone 716-483-2603. Fax 
CV and qualifications to 716-483-2828.

PENNSYLVANIA

Psychiatrists:

Currently we have exciting full- and part-
time positions in a rapidly expanding depart-
ment.  Opportunities include responsibilities in 
and outside our five-hospital health system.  
There are immediate openings for child/
adolescent, adult and addictions psychiatrists.

There are also practice options in a traditional 
psychotherapy model.  Evening and weekend 
positions also available.  Excellent salaries, no 
on-call nor rounding responsibilities ever and 
exceptional benefits package offered. Send CV 
to Kevin Caputo, M.D., Vice President and 
Chairman, Department of Psychiatry, Crozer-
Keystone Health System, One Medical Center 
Blvd., Upland, PA 19013 or contact the depart-
ment manager, Kathy Waring at 610-619-7413

Horizon Health, in partnership with St. Vin-
cent Health Center (Voted 5th Best Place to 
work in Pennsylvania!), a 436-bed tertiary care 
hospital in Erie, PA, has an exciting opportunity 
for a Medical Director for a 32-bed Adult and 
Geriatric Inpatient Psychiatric Program.
Opportunities for input and growth, tertiary 
care, teaching opportunities in FP residency 
program and LECOM medical school.  Excel-
lent compensation package with full benefits.
Located on the shores of Lake Erie with 7 miles 
of beaches, Erie is the fourth largest city in 
Pennsylvania with a metropolitan population of 
280,000.  For more information contact: Mark 
Blakeney, Voice: 972-420-7473, Fax: 972-420-
8233; email: mark.blakeney@horizonhealth.com  
EOE.

Psychiatrists

Temple University School of Medicine, 
Department of Psychiatry and Behavioral 
Science, has faculty and non-faculty openings in 
Inpatient, Consultation and Liaison, Emergency 
Psychiatry, and Childhood and Adolescent 
Psychiatry.  Responsibilities include providing 
clinical care. Faculty members are also 
responsible for teaching residents and medical 
students. Candidate must be board-eligible or 
board-certified (preferred). Rank and salary 
commensurate with experience.

To apply, submit curriculum vitae to Dr. William 
Dubin, Acting Chair, Department of Psychiatry 
and Behavioral Science, C/O Scott Caldie, 
Director of Physician Recruitment, Temple 
University School of Medicine, 3420 N. Broad 
Street, MRB, Suite 101, Philadelphia, PA 19140. 
E-mail: scott.caldie@tuhs.temple.edu

Temple University is an affirmative action/equal 
opportunity employer and strongly encourages 
applications from women and minorities. 
Further information about Temple University 
School of Medicine is available at http://www.
temple.edu/medicine/

CLARION (Western PA) and SHIPPENS-
BURG (near Harrisburg).  General or Child 
Psychiatrists for inpatient & partial program 
services. Very competitive salary, benefits and 
incentive plans. Student loan assistance nego-
tiable in Clarion.  Contact Joy Lankswert @ 866-
227-5415; OR email joy.lankswert@uhsinc.com

RHODE ISLAND

Psychiatry

Psychiatrist Adult, Inpatient and 
Outpatient (Mood Disorders)

The Department of Psychiatry, Rhode Island 
Hospital, a Lifespan partner and Brown 
University affiliated program, is seeking a psy-
chiatrist to join an established adult partial hos-
pital program.  The program involves treating 
patients with a wide range of acute conditions, 
and includes psychiatric management and group 
therapy components.  The partial hospital is one 
division within a comprehensive department of 
psychiatry with a full range of clinical and 
academic programs.  The candidate must be 
Board Certified or eligible, and may be eligible 
for a clinical appointment at The Warren Alpert 
Medical School of Brown University.  Salary and 
benefits commensurate with level of training.  
To learn more about us and our offerings, visit 
www.lifespan.org.  Please send CV along with a 
letter of interest to Richard J. Goldberg, M.D., 
Psychiatrist- in-Chief, APC-9, Rhode Island 
Hospital, 593 Eddy St, Providence, RI 02903 
and/or e-mail to rjgoldberg@lifespan.org.

Lifespan is an EOE.

SOUTH CAROLINA

CHIEF
of

MENTAL HEALTH SERVICE

The WJB Dorn Veterans Affairs Medical Center 
(VAMC) is seeking an individual with clinical 
leadership and managerial skills to direct our 
Mental Health Service.  Dorn VA Medical Cen-
ter, part of the VA Southeast Network (VISN 
7), is a 216-bed facility, encompassing medical, 
surgical, psychiatric, and geriatric care.  The 
medical center provides care to approximately 
67,000 veterans in the midlands and upstate 
South Carolina.  Community Based Outpatient 
Clinics (CBOCs) are located in Anderson, 
Greenville, Spartanburg, Florence, Orangeburg, 
Sumter, and Rock Hill, SC, and provide primary 
care, mental health, and telemedicine services. 
Dorn VAMC is affiliated with the University of 
South Carolina (USC) School of Medicine and 
provides teaching services for students and resi-
dents.  USC is the state’s flagship research uni-
versity, with Schools of Public Health, Nursing, 
Pharmacy, and an active Graduate School.

The Chief of Mental Health will assist in 
planning and development of our long-term 
strategic initiative to create a “Mental Health 
Center of Excellence.”  Applicants should be 
from one of the four core mental health profes-
sional disciplines: Nursing, Psychiatry, Psychol-
ogy, and Social Work and should have experi-
ence and expertise in research, administering 
programs, clinics, staff, and trainees. This indi-
vidual will be responsible for oversight, direc-
tion, and development of outpatient, inpatient, 
and tele-mental health services at the Medical 
Center and its CBOCs and joint program 
development with the USC School of Medicine.  
The successful candidate will qualify for a faculty 
appointment at University of South Carolina 
commensurate with training and experience.

Columbia’s variety in cultural and recreational 
activities, its location (2 hours from the ocean 
and 2 hours from the mountains), and weather 
(mild winters), make it a pleasant place to live.  
Columbia has an excellent airport, a thriving arts 
and cultural community, fine restaurants, an 
abundance of golf courses and mountain-biking 
trails, and whitewater and trout fishing within 
the city limits.  Large lakes which offer 
world-class fishing, sailing, water-skiing, and 
waterfront camping are a short drive away.

Interested individuals should send their CV and 
3 professional references to:

Human Resources (05M)
WJB Dorn VA Medical Center
6439 Garners Ferry Road
Columbia, SC 29209-1639
Fax: 803-695-6702
Phone: 803-776-4000, extension 6264
Also refer to: http://www.usajobs.opm.gov 
#09-188-COS for more information
For specific information concerning the 
position, contact:
Dr. Stephen Hawes
Chair, Search Committee
Director of Mental Health Service
803-776-4000, extension 7143

THE DIVISION OF CHILD AND 
ADOLESCENT PSYCHIATRY in the 
Department of Neuropsychiatry and Behavioral 
Science, University of South Carolina School of 
Medicine, is recruiting a board-eligible/board-
certified Child and Adolescent Psychiatrist. This 
is a full-time, non-tenure-track position.

The University of South Carolina Child and 
Adolescent Psychiatry Faculty are committed to 
pursuing excellence in clinical training, formal 
instruction and research.  The Department of 
Neuropsychiatry has established a reputation 
characterized by commitment to community and 
the underserved, encouraging individual faculty 
growth in an environment that is collegial.  This 
position includes opportunities to teach psy-
chiatry residents and medical students, through 
outpatient assessments and consultation services 
for the Department of Juvenile Justice and the 
Palmetto Children’s Hospital.  Additional re-
sponsibilities include providing clinical services 
through the School of Medicine Specialty Clin-
ics, as well as participating in research activities.

Please submit a letter of application with a 
curriculum vitae to:
Richard K. Harding, MD, Chair, 3555 Harden 
Street Extension, Suite 300, Columbia, SC 
29203 or fax to 803-434-1043.  The University of 
South Carolina is an equal opportunity institution.

TENNESSEE

Board-certified/eligible psychiatrists needed 
for a large Psychiatry Service at Mountain 
Home VAMC in Johnson City, Tennessee. 
Inpatient/outpatient psychiatrist on a 24 bed 
teaching unit staffed by two psychiatrists, 1 NP, 
1 PA, and residents rotating from ETSU College 
of Medicine. Must be board certified in 
psychiatry or board eligible if within 2 years of 
residency completion. Join staff of 30 
prescribers, including 18 psychiatrists at ETSU-
affiliated residency training program with 
medical students, adult and med-psych 
residencies. Clinical appointment potential and 
some teaching expected. Research a plus. 
On-call (full time positions only) is backup to 
residents and shared amongst staff psychiatrists.

NO STATE INCOME TAX, LOW COST OF 
LIVING, BEAUTIFUL MOUNTAINOUS 
REGION, LOTS OF PARKS, GOLF 
COURSES, LAKES, NATIONAL FOREST.

Inquiries:  Tana Johnson, (423) 926-1171, ext. 
7184, or Tana.Johnson@va.gov and George.
Brown@va.gov. Applications and/or CVs to: 
James H. Quillen VA Medical Center P.O. Box 
4000 (05), Mountain Home, TN 37684 or Fax: 
(423) 979-3443 or Email: mtnhomehrmservice@
va.gov

Equal Opportunity Employer

One hour south of Memphis, TN, in North 
Central Mississippi. Medical Director/Associate 
Medical Director opportunities available for 15-
bed Adult and 22-bed Geriatric inpatient units, 
in addition to a 23-bed Chemical Dependency 
Program. Excellent income potential and 
practice opportunity. For more information con-
tact: Mark Blakeney, Voice: 972-420-7473, Fax: 
972-420-8233; email:  mark.blakeney@
horizonhealth.com  EOE.

TEXAS

Texas Gulf Coast Medical Group

Psychiatrist to join a respected and well 
established large family and multi-specialty 
practice in Webster, Texas, a Houston suburb. 
The patients are waiting for you! Brand new 
officebuilding with EMR and state of the art 
equipment. Lakes, the ocean, fishing, golfing, 
excellent schools, and warm temperatures year 
round. See our website at www.txgulfcoastmed.
com or fax your CV to (281) 724-0210

DALLAS area - SHERMAN.  General 
Psychiatrist - Private practice of inpatient and 
outpatient.
WEST TEXAS San Angelo:  Child 
Psychiatrist. Great private practice opportunity. 
Busy practice from start. Offering student loan 
assistance.
Contact: Joy Lankswert @ 866-227-5415 or 
email joy.lankswert@uhsinc.com
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The Department of Psychiatry and 
Behavioral Sciences of the University of 
Texas Medical School at Houston has an 
extraordinary opportunity for psychiatrists 
seeking to develop and implement new inpatient 
and outpatient clinical and research initiatives.  
Under new leadership, the Department is 
looking to expand clinical and research areas and 
is seeking general psychiatrists, child and 
adolescent psychiatrists and geriatric 
psychiatrists to join a growing academic depart-
ment dedicated to excellence in clinical care, 
research and education.  The Medical School is 
part of the University of Texas Health Science 
Center Houston, located in the Texas Medical 
Center - the largest medical center in the world.  
The Department of Psychiatry will shortly be 
moving into a brand-new building that will 
house the new Institute of Psychiatry.  Individu-
als applying for these positions must be Board 
Certified in general psychiatry, child & adoles-
cent psychiatry and geriatric psychiatry or have 
completed an accredited training in these spe-
cialty and subspecialty areas in the United States.  
Additionally, they must be licensed or be eligible 
for licensing in the State of Texas.  Depending 
upon the applicant’s qualification and creden-
tials, faculty appointments at the level of Assis-
tant Professor, Associate Professor or Professor 
will be offered.  Salary levels are very competi-
tive and also carry excellent fringe benefit pack-
ages.  To find out more information about these 
unique academically-driven positions or to apply 
for them, please write to Jair C. Soares, M.D., 
Professor and Chair, and include a copy of your 
curriculum vitae and a letter of interest to 1300 
Moursund Street, Houston, Texas 77030, e-mail:  
Jair.C.Soares@uth.tmc.edu phone 713-500-
2507; fax 713-500-2553.  The University of 
Texas Health Science Center at Houston is an 
EO/AA employer. M/F/D/V

Associate Professor

The Department of Psychiatry at the University 
of Texas Medical Branch in Galveston is seeking 
an Associate Professor for our Adult division.

Responsibilities include direct patient care, 
resident supervision and teaching. Research 
opportunities are available. The position can be 
required to work in any of our three locations 
one of which is located in Webster; the other 
two are on Galveston Island. The position 
reports directly to the Chair of the Department. 
Minimum qualifications are medical doctor with 
a Texas medical license and must have graduated 
from an accredited Psychiatry Residency 
Program. Board certified in Psychiatry and 
Neurology with experience in clinical psychiatry 
is preferred.

Candidates with interest and skills in this area 
should send a curriculum vitae and cover letter 
to: Robert M.A. Hirschfeld, M.D., The 
University of Texas Medical Branch, Depart-
ment of Psychiatry, 301 University, Galveston, 
TX  77555-0188.

The University of Texas Medical Branch at 
Galveston is an equal opportunity, affirmative 
action institution which proudly values diversity. 
Candidates of all backgrounds are encouraged 
to apply.

Interested in loving where you live and work?  
Then consider- Lufkin

Lufkin State Supported Living Center is looking 
for a psychiatrist.  We are located in beautiful 
deep east Texas near two national forests,
 boasting of great lakes, parks and one of the best 
golf courses in Texas.  According to the Cham-
ber of Commerce- Lufkin is the #1 Micropolitan 
community in Texas and has many dining and 
shopping opportunities.  Lufkin State Supported 
Living Center is a developmental facility for 
people with mental retardation and physical 
disabilities as well as persons with dual diagnosis 
which includes mental illness.  A typical work 
schedule is Monday - Friday 8 a.m. to 5 p.m. 
The work environment is casual and the medical 
problems are challenging.  We have a strong 
support system and offer excellent benefits 
(competitive salary, retirement, health/dental 
insurance, paid vacation and sick days, life insur-
ance, longevity pay, up to 15 paid holidays per 
year, and more).  A three bedroom, home with 
a formal dining/living room and den is available 
on campus with all bills paid and a modest rent.

For more information, call 936-853-8350, or 
e-mail: gale.wasson@dads.state.tx.us

VIRGINIA

FACILITY MEDICAL DIRECTOR

Eastern State Hospital (ESH), a Joint 
Commission Accredited Hospital, seeks a BC/
BE psychiatrist licensed by the Virginia Board 
of Medicine.  Our new Geriatric Center (150 
beds) opened April 2008; the Adult Mental 
Health Center (150) beds), under construction, 
opens June 2010.

Candidate will provide direction, oversight and 
supervision of all Clinical Departments; 
Psychology, Social Work, Psychosocial 
Rehabilitation; and supervision and coordination 
of activities of the Medical Staff.  Demonstrated 
knowledge and experience in administrative and 
clinical activities in the field of mental health 
required.  Must be experienced and 
knowledgeable of joint Commission Standards 
and CMS Regulations.  Candidate will also 
facilitate a broader clinical interface with other 
facility and community service entities.  Educa-
tional affiliations include the College of William 
& Mary, and Eastern Virginia Medical School.

Salary range $175,000-220,000 accompanied by 
comprehensive state benefits package (paid 
malpractice, disability, and life and health 
insurance).  ESH has been in continuous 
operation for 235 years!

Send CV’s to:
Human Resources Department

Eastern State Hospital
4601 Ironbound Road

Williamsburg, VA  23188-2652
Tour:  www.esh.dmhmrsas.virginia.gov

To apply on line:  
https//jobs.agencies.virginia.gov

(757) 253-5411
(757) 253-4996 fax

EOE

V I R G I N I A  C O M M O N W E A LT H 
UNIVERSITY, Department of Psychiatry, 
School of Medicine, is recruiting a BE/BC Psy-
chiatrist to serve as Chair, Division of Ambula-
tory Psychiatry, position available as of July 
1, 2008.   Duties include development of new 
programs, ambulatory care research, ambulatory 
resident and student education, and direction of 
general and specialty clinics and staff supervi-
sion.  Significant experience in academic ambu-
latory care, teaching, administration and clinical 
research required.  Faculty with funded research 
preferred.  Ambulatory Care Clinics are located 
at the VCU Medical Campus, and have an esti-
mated 16,000 patient visits/year.  Department 
of Psychiatry employs over 80 fulltime faculty 
and is nationally ranked in federally funded re-
search.  Richmond, the State Capital, has mod-
erate climate and rich mix of history, a diverse 
multicultural community, excellent housing and 
public/private schools. Internet provides com-
parative cost of living.  Send CV to Search Com-
mittee, c/o Marie Roach, VCU, Box 980710, 
Richmond VA  23298.  Virginia Commonwealth 
University is an Equal Opportunity/Affirmative 
Action employer.  Women, persons with dis-
abilities, and minorities are encouraged to apply.

V I R G I N I A  C O M M O N W E A LT H 
UNIVERSITY:  The Department of Psychia-
try, School of Medicine, is recruiting a BE/BC 
Psychiatrist to serve as Outpatient Director of 
the Virginia Treatment Center for Children 
(VTCC), Ambulatory Care Psychiatry, at the 
VCU Medical Center.  Duties include develop-
ment of new programs, outpatient clinical care, 
ambulatory resident and student education, and 
direction of medical clinics and staff supervision.  
The VTCC is a leader in clinical education and 
is growing in research capabilities.  Academic 
experience, including clinical education, 
research and scholarly endeavors, preferred.   
VCU Department of Psychiatry employs over 
80-fulltime faculty and is nationally ranked in 
federally funded research. Richmond, the State 
Capitol, has moderate climate and rich mix of 
history, a diverse multicultural community, 
excellent housing, and public/private schools.  
Internet provides comparative cost of living.  
Send CV to Marie Roach, Human Resources, 
Department of Psychiatry, VCU, Box 980710, 
Richmond, VA  23298 (Fax 804-828-1472). 
VCU is an Equal Opportunity/Affirmative 
Action employer.  Women, minorities, and 
persons with disabilities are encouraged to apply.

ADDICTIONS PSYCHIATRY, FACULTY CHAIR

The Department of Psychiatry, Medical College 
of Virginia at Virginia Commonwealth 
University, in collaboration with the Hunter 
Holmes McGuire Veterans Administration 
Medical Center, and VCU Institute for Drug 
and Alcohol Studies, is recruiting an academic 
physician Chair for the Division of Addiction 
Psychiatry.  Chair is responsible for developing 
research, teaching and clinical programs.  
Funded ACGME accredited Addictions 
Fellowship. Strong programs in psychiatric 
genetics, epidemiology, pharmacology, 
toxicology, and women’s health. Emerging 
School of Public Health. State funded health 
practitioner impairment program, laboratory 
and community based research are active areas 
for collaboration. Department of Psychiatry has 
over 75 full-time faculty, 39 residents, multiple 
fellowships and research centers including an 
addiction genetics research center. The Veterans 
Administration Medical Center has robust 
residential and outpatient addictions program-
ming, and an outstanding program in Psychiatry 
and Primary Care. VCU is Virginia’s largest 
university with robust health science campus and 
750-bed university hospital.  Richmond, the 
State Capital, has moderate climate, a rich 
history, cultural activities, excellent choices for 
urban, suburban, or country living, outstanding 
public/private schools.  See comparative cost of 
living via Internet at www.coli.org/. Virginia 
Commonwealth University is an Equal 
Opportunity/Affirmative Action employer.  
Women, persons with disabilities, and minorities 
are encouraged to apply.  Send applications to 
Joel J. Silverman, M.D., Chairman, c/o Marie 
Baker-Roach, Department of Psychiatry, MCV/
VCU Box 980710, Richmond, VA 23298.  Please 
contact Dr. Joel Silverman at 804/828-9156 or 
email jsilverman@mcvh-vcu.edu

VIRGINIA BEACH

Outstanding private practice opportunity for 
board certified psychiatrist to join 1 psychiatrist 
and 3 therapists in well-established (25 year) 
out-patient practice caring for children, 
adolescents and adults.  Partnership plan with 
opportunity to own.  Guarantee $120,000 plus 
monthly bonus. Contact Dan Darby, MD at Tel: 
(757) 425-5050 Fax: (757) 425-1389.

WASHINGTON

CHIEF, BEHAVIORAL HEALTH SERVICE
STAFF PSYCHIATRIST

The Veterans Affairs Medical Center in 
Spokane, WA, is seeking a Board Certified Psy-
chiatrist to fill the position of Chief, Behavioral 
Health Service.  This physician administrator 
manages the mental health service line.  10% of 
the time is performing clinical duties, which may 
include covering the 8-bed inpatient psychiatric 
ward, or working in one of the outpatient clinics.

We are also seeking a Staff Psychiatrist to pro-
vide assessment and management of psychiatric 
care for veterans, including traumatic brain in-
jury, and Operation Enduring Freedom/Opera-
tion Iraqi Freedom evaluations and treatment.

Located in the heart of the Pacific Northwest, 
Spokane is a vibrant community with a 
population of approximately 300,000.  Spokane 
offers exceptional recreational, educational and 
cultural opportunities in a four-season climate.

Our physicians enjoy a unique quality mix of 
career and leisure time.  Benefits include:
•  Salaried position
•  Malpractice coverage
•  Excellent retirement program
•  Generous paid vacation/sick/CME days
•  10 paid holidays

Call or send resume in confidence to:
Donna Dehart-Ray, RN, MS, 

MD/Nurse Recruiter
4815 N. Assembly

Spokane, WA 99205-6197
Telephone:  (509) 434-7657

Fax:  (509) 434-7134

An Equal Opportunity Employer

WEST VIRGINIA

PSYCHIATRIST-West Virginia University 
School of Medicine, The Department of 
Behavioral Medicine and Psychiatry, has ongo-
ing opportunities and faculty positions for full-
time, part-time or per diem BE/BC psychiatrists 
in various locations throughout the state of West 
Virginia, including its primary clinical, educa-
tional and research location in Morgantown, 
WV, as well as William R. Sharpe Jr. Hospital, 
a 150-bed, JCAHO-accredited, state psychiatric 
hospital in Weston, WV.  Responsibilities 
include patient care and teaching, with oppor-
tunities for research.  Positions will remain open 
until filled.  Contact Susan Clayton at sclayton@
hsc.wvu.edu.  WVU is an AA/EO employer.

West Virginia School of Osteopathic 
Medicine, Lewisburg, WV is seeking a 
fulltime, tenure, faculty in Psychiatry.  Duties 
include teaching medical students, interns, 
residents; developing psychiatric curriculum for 
students years 1-2; developing curriculum, 
rotational components and evaluation 
instruments for students years 3-4; maintaining 
a clinical practice.  Research supported but not 
required.  D.O. or M.D. degree, completed 
residency, board certification or eligibility in 
Psychiatry and clinical experience in general 
psychiatry.  Must be able to be licensed in WV, 
which requires a rotating osteopathic internship 
for osteopathic physicians.

Excellent benefit package including the avail-
ability of fully paid malpractice insurance, edu-
cational loan repayment.  Salary and faculty rank 
based on experience and training.  Information 
at WWW.WVSOM.EDU .  Apply by contact-
ing Leslie Bicksler, Director HR at lbicksler@
wvsom.edu , 304/647-6279.  AA/EOE.

PSYCHIATRIST-Valley HealthCare System 
has a full-time position available within a four 
county catchment area in WV, incl. the primary 
clinical location in Morgantown. Duties include 
providing psychiatric intakes, pharmacological 
management, treatment direction and treatment 
plan supervision. Apply online at www.
valleyhealthcare.org EOE

WISCONSIN

Eau Claire, Wisconsin:  Luther Midelfort - 
Mayo Health System, is seeking a BC/BE Adult 
Psychiatrist who is collaborative in his/her 
approach and engages the non-physician team 
and patient in a collegial manner.  Position is 
primarily outpatient, but call involves inpatient 
coverage. Call of 1:6.  Outpatient and inpatient 
unit are on the same floor of the hospital.  This 
position involves travel one day/week for out-
reach. Luther Midelfort - Mayo Health System 
is a vertically integrated, physician directed hos-
pital and multi-specialty clinic of 237 physicians 
owned by Mayo Clinic.  Our physicians practice 
evidence-based, protocol-driven medicine.  Eau 
Claire is a university community with a metro 
area of 95,000, located 90 minutes east of 
Minneapolis.  Business Week ranked Eau Claire 
as the best place to raise your kids in the State 
of Wisconsin (11/10/08). Outstanding schools, 
a family oriented community, a state with a 
favorable malpractice climate, and a strong com-
pensation and benefits package may be expected.  
For more information, contact Cyndi Edwards 
800-573-2580, fax 715-838-6192, or e-mail 
edwards.cyndi@mayo.edu .  You may also visit 
our website at www.luthermidelfort.org  EOE

WYOMING

CASPER - Psychiatrist for inpatient & 
outpatient services.  Highly competitive salary, 
benefits, & bonus plan. Student loan assistance 
negotiable. Contact Joy Lankswert, In-house 
recruiter @ 866-227-5415 or email joy.
lankswert@uhsinc.com

International
AUSTRALIA & NEW ZEALAND
PSYCHIATRY JOBS
Gen. Adult - Child & Adoles. - Forensics
Locum Tenens or Permanent Jobs
Salaries of up to 350,000 per annum
www.IMRpsychiatry.com
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Fellowships
Psychosomatic Medicine Fellowship, 
Portland, Oregon. Recruiting for 07/01/10 
ACGME-accredited PGY5 level, at Oregon 
Health & Science Univ and Portland VA Med 
Center. Flexible program with clinical and 
research opportunities. Training sites include 
ambulatory care, specialty services, and 
consultation to inpatient med/surg. Research 
and clinical strengths in health services, mental 
disorders in primary care, pain, end-of-life/
palliative care, ethics, mood disorders, 
Parkinson’s disease, and substance abuse. 
Contact Dr. Steven Dobscha, Portland VA Med. 
Ctr., PO Box 1034 (P3MHADM), Portland, OR 
97207; at steven.dobscha@va.gov. EOE.

Geropsychiatry Fellowship, Portland 
Oregon, Recruiting for July 1, 2010 ACGME-
accr PGY5 level, at Ore Hlth Sci Univ and 
Portland VA Med Center. Flexible program with 
either research or clinical emphasis.  Training 
sites include inpatient, outpatient, nursing home 
and community. Research and clinical strengths 
in end-of-life/palliative care, ethics, mood dis-
orders, dementias, Parkinson’s disease, and sub-
stance abuse.  Opportunity, support and mentor-
ing will be provided to fellow for research train-
ing. Contact Linda Ganzini, MD, MPH, Direc-
tor of Geriatric Psychiatry Training, Mental 
Health Div, R & D 66 , PO box 1034, Portland, 
OR 97207 or at Linda.ganzini@va.gov EOE.

PSYCHOSOMATIC MEDICINE FELLOWSHIPS AND 
CHIEF RESIDENCY POSITIONS AT YALE 

UNIVERSITY

This ACGME-accredited one-year fellowship 
has five Psychosomatic Medicine Fellowship 
positions available at the PGY-V level or above, 
starting July 1, 2010. Applications for Chief 
Resident positions are also welcome (PGY IV 
year training does not provide eligibility for 
subspecialty board certification). The program 
offers training in inpatient and outpatient 
consultation-liaison psychiatry at Yale New 
Haven Hospital and at the VA Connecticut 
Healthcare System, with multiple specialty elec-
tives. An Equal Opportunity employer. Please 
contact Paul Desan, MD, PhD, Yale New Haven 
Hospital, 20 York St CB2039, New Haven, CT 
06504, paul.desan@yale.edu, (203) 785-2618.

PSYCHOSOMATIC MEDICINE FELLOWSHIP

One year exciting, well-established, fellowship 
program, one of the first accredited by the 
ACGME, in a 750-bed university hospital, 
accepting applications for July 1, 2010. Ad-
vanced training offered to psychiatrists who have 
completed residency.  Please write or call:  James 
L. Levenson, M.D., Chairman, C-L Division, 
VCU Health System, Department of Psychiatry, 
Box 980268, Richmond, VA. 23298-0268, jlev-
enson@mcvh-vcu.edu  (804) 828-0762 or Sherif 
Meguid, M.D. aabdel-meguid@mcvh-vcu.edu

Practice for Sale
Busy psychiatric practice for sale in South 
Orange County, California.  Very good 
revenue.  Will stay to help the transition.
Call 949-278-5584 or Fax to 949-348-0231.

Psychopharmacology practice for sale in 
picturesque New England seacoast town north 
of Boston serving adults, adolescents and 
children.  Established 10 years with high net and 
excellent growth potential.  Ideal for a single 
practitioner or couple.  Short/long term lease 
available in established location.  Some owner 
financing negotiable.  $139,000. Reply to: Box 
P-514, Psychiatric News, Attention: Alice Kim, 
American Psychiatric Association, 1000 Wilson 
Blvd, Suite 1825 Arlington, VA 22209

PRACTICE FOR SALE: Busy and profitable 
25 year old clinical practice, Seattle, WA. Two 
Eastside sites with excellent growth potential.  
$841,000 revenue in 2008. Well over 9,000 
clinical hours were billed in 2008. Owned and 
operated by a couple (Ph.D. and MSW). 10 
contract therapists plus support staff. Interested? 
Call  (425) 241-4113.

Courses & Workshops
Psychiatry Board Review for ABPN II
Cost-effective strategies for busy clinicians. 
Over 90 vignettes!
Visit www.psychedu.com

COURSE DESCRIPTION
The course includes the complete 
guideline, board-type vignette style 
multiple-choice questions, and 
discussion of answers with links back 
into the guideline text. The course is 
presented in an easy to use 
format. Progress is tracked as you 
move through the course.

CME CREDIT
The Acute Stress Disorder and 
Posttraumatic Stress Disorder course 
provides up to 5 AMA PRA Category 
1 Credits and allows APA members to 
print a certi  cate on completion
of the course.

 Practice Guideline Courses are Free to APA members. Non APA members   
   may complete APA practice guideline courses for a fee of $60.00 per course.

 APA Practice guideline courses may be a helpful aide in preparation for  
   ABPN certi  cation and recerti  cation examinations as well as part of a 
   practical lifelong learning program. Practice guideline courses are available   
   on  the APA website http://archive.psych.org/cme/.

 The APA is accredited by the ACCME to provide continuing medical 
   education for physicians. The APA designates this educational activity for a    
   maximum of 5 AMA PRA Category 1 Credit(s)TM. Physicians should only
   claim credit commensurate with the extent of their participation in the 
   activity.

A m e r i c a n   P s y c h i a t r i c   A s s o c i a t i o n

PRACTICE GUIDELINE FOR THE TREATMENT OF PATIENTS WITH

ACUTE STRESS DISORDER AND
POSTTRAUMATIC STRESS DISORDER

The Practice Guideline course is available on the APA website.
http://archive.psych.org/cme/.http://archive.psych.org/cme/.

Practice Guideline for the Treatment of Patients with
Acute Stress Disorder and Posttraumatic Stress Disorder

For further information, please contact:
American Psychiatric Association, Division of Education, educme@psych.org.
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