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FOREWORD

This book incorporates all abstracts of the Scientific Proceedings in Summary Form as have been published in previous
years as well as information for Continuing Medical Education (CME) purposes.

Readers should note that most abstracts in this syllabus include educational objectives, a list of references, and a
summary of each individual paper or session.

We wish to express our appreciation to all of the authors and other session contributors for their cooperation in
preparing their materials so far in advance of the meeting. Our special thanks are also extended to the Scientific Program
Office staff and the APA Meetings and Conventions Department.

David A. Baron, D.O., Chairperson
Donald M. Hilty, M.D. Vice-Chairperson
Scientific Program Committee

Full Texts

As an added convenience to users of this book, we have included mailing addressess of authors.
Persons desiring full texts should correspond directly with the authors. Copies of papers are not
available at the meeting.

EMBARGO: News reports or summaries of APA 2008 Annual Meeting presentations contained in these program materials
may not be published or broadcast before the local time and date of presentation.

The information provided and views expressed by the presenters in this Syllabus are not necessarily those of the American
Psychiatric Association, nor does the American Psychiatric Association warrant the accuracy of any information reported.
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APA Continuing Medical Education Requirement

By referendum in 1974, the membership of the American Psychiatric Association (APA) voted to have partici-
pation in Continuing Medical Education activities be a condition of membership. The CME requirement aims
at promoting the highest quality of psychiatric care through encouraging continuing professional growth of the
individual psychiatrist.

In May 1976, the Board of Trustees endorsed the following standards of participation in CME activities: All APA
members in the active practice of psychiatry must participate in at least 150 hours of continuing medical educa-
tion activities during a three-year reporting period, of which a minimum of 60 hours must be in category 1 CME
activities. Category 1 activities are those programs sponsored by organizations accredited for CME and that

meet specific standards of needs assessments, planning, professional participation and leadership, and evaluation
and other activities which meet the AMA definition of category 1. The 90 hours remaining after the category 1
requirement has been met may be reported in either category 1 or category 2, which includes meetings not desig-
nated as category 1, reading, research, self-study projects, consultation, etc. APA members residing outside of the
United States are required to participate in 150 hours of CME activities during the three-year reporting period, but
are exempt from the categorical requirements.

Obtaining an APA Three-Year Continuing Medical Education Certificate

The APA CME certificates are issued to members upon receipt of a report of CME activities. You may report
your activities to the APA in print or electronically using the official APA report form. This form may be obtained
from the APA Department of Continuing Medical Education, 1000 Wilson Boulevard, Suite 1825, Arlington, VA
22209, (703) 907-8661, or on the APA web site at www.psych.org.

Members may also receive the CME certificate by submitting a copy of your current Physician’s Recognition
Award (PRA) from the American Medical Association to the APA Department of CME at the address listed above.

Reciprocity With AMA

By completing the APA’s CME membership requirement and qualifying for the APA CME certificate, members
may also qualify for the standard Physician’s Recognition Award (PRA) of the American Medical Association
(AMA). APA provides documentation of reciprocity, which can be forwarded (with a fee) to the AMA.

The APA maintains a record of member CME compliance and reporting. However, the APA does not keep
detailed or cumulative records for members; members are responsible for maintaining their own records.
Members may maintain and track their CME activities on the APA web site, www.psych.org/cme, through
the CME recorder.
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DAILY LOG FOR ATTENDANCE AT CME SESSIONS AT THE
161st ANNUAL MEETING
MAY 3-8, 2008 ¢« WASHINGTON, DC

NOTE: This Daily Log can be used keep track of the CME activities you attend while at the
Annual Meeting of the American Psychiatric Association, May 3-8, 2008.
Members are responsible for keeping their own CME records.

DAY TITLE OF SESSION # OF HOURS/CME
CATEGORY

TOTAL
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Carolyn B. Robinowitz, M.D.

PRESIDENTIAL ADDRESS

OUR VOICE IN ACTION:
ADVANCING SCIENCE, CARE, AND THE
PROFESSION

The theme for this meeting and for my presidential year
emphasizes advocacy for our profession and thus for our
patients. The past decade has witnessed a remarkable outpouring
of scientific information that has enhanced our understanding of
etiology, diagnosis, and treatment. Basic and molecular science
and imaging techniques have documented the nature of mental
disorders and the impact of treatments, and a host of treatments
have been demonstrated to be as effective as treatments for
many other medical disorders, while outcome studies have
demonstrated the cost-effectiveness of such care. Concurrently,
there has been a remarkable increase in public awareness and
understanding of mental disorders, and as celebrities and ordinary
people alike speak openly about their illness and treatment, we
also have experienced a reduction in stigma associated with these
disorders.

Yet difficulties persist. Non-discriminatory access to psychiatric
care remains a wish, not an actuality, even with the awareness that
it is good business practice. Government funding for psychiatric
research has decreased in terms of actual dollars spent, and states
as well as private entities have provided insufficient funding for
acute or chronic care. Our nation’s prison system continues to
serve as a first line mental health care system. Tragedies such as

that at Virginia Tech, or the returning Wounded Warriors from
Iraq and Afghanistan increase public awareness, but all too often,
the initial outrage or concern is not accompanied by the funds or
energy to ensure an integrated system of care. We psychiatrists
do have an opportunity to shape the future of our profession
and our patients’ care. Through our advocacy—speaking with
one voice—we can and must speak for those who may be silent
or not heard: addressing national, state and local governments
and policy makers, the media, health and other mental health
professionals, clergy, teachers, and the public. We have an
obligation to educate and inform, to state that mental disorders are
real, reliably diagnosed, and effectively treated. As professionals,
we also have an obligation to continue our own education, to use
this new knowledge in caring for our patients, in teaching and
mentoring our younger colleagues, and to promote the highest
ethical standards in our work. We cannot succeed in isolation; we
need a strong APA which engages in advocacy and partners with
other organizations, such as the American Medical Association
and patient and family advocacy groups to reach policy-makers
and opinion shapers. Our learning and work together will benefit
our patients and enrich our profession.






INDUSTRY-SUPPORTED SYMPOSIA

SATURDAY, MAY 3, 12:00 PM - 3:30PM

ISS01-PSYCHIATRIC ISSUES IN WOMEN
THROUGH THE ADULT LIFE-CYCLE
SUPPORTER: WYETH PHARMACEUTICALS

No. 1A

GENDER DIFFERENCES IN DEPRESSION,
ANXIETY AND MOOD DISORDERS: FINDINGS
FROM RECENT POPULATION SURVEYS

Kathleen R. Merikangas, Ph.D., Section on Developmental
Genetic Epidemiology, National Institute of Mental Health
35 Convent Drive, 14-201, MSC #3720, Bethesda, MD 20892-3720

SUMMARY:

International epidemiologic studies have consistently yielded
higher rates of depression and anxiety disorders in women.
However, the patterns of gender differences are not equivalent
for all subtypes of disorders and their underlying components.
This presentation will present findings from the most recent
population-based surveys of adults and children to investigate
possible explanations for the female preponderance of mood
and anxiety disorders. The stability of sex differences across
adulthood in prospective studies will also be described.

No.1B
COGNITION AND MOOD IN PERIMENOPAUSE

Sanjay J. Mathew, M.D., Mount Sinai School of Medicine,
Annenberg Building 21st Floor Room 80, New York, NY 10029

SUMMARY:

Women have twice the incidence of major depression compared
with men. They are prone to develop episodes of depression during
times of reproductive hormonal change at puberty, with use of oral
contraceptives, during the premenstrual phase of the menstrual
cycle, during postpartum, and during the perimenopause. Central
nervous system pathways that mediate mood and cognition
are influenced by fluctuations of circulating estrogen during
perimenopause. Symptoms are also influenced by other factors,
including psychosocial and environmental stresses and supports.
Health care for women from perimenopause to postmenopause
should include an accurate assessment of cognitive, physical, and
emotional symptoms. Despite the fact that hormone replacement
therapy has been shown to improve mood, controversy still
lingers regarding the safety of this therapeutic modality.

No. 1C

RISK FACTORS FOR PROBLEM DRINKING: IN
WOMEN IMPLICATIONS FOR TREATMENT AND
PREVENTION

Sharon Wilsnack, Ph.D., Chester Fritz Distinguished Professor,
Department of Clinical Neuroscience, University of North
Dakota School of Medicine & Health Sciences, P.O. Box 9037,
Grand Forks, ND 58202-9037

SUMMARY:

Alcohol abuse and dependence cut across gender, race/ethnicity,
and nationality. In general, more men than women are alcohol
dependent or have alcohol-related problems, but women are
more vulnerable than men both to the acute effects of alcohol and
to long-term physical and psychological consequences of alcohol
abuse. This presentation will summarize new findings about risk
factors for alcohol abuse and dependence in women, including
family history, characteristics of employment and intimate
relationships, sexual experience, and histories of violence and
victimization. Implications of these new findings for prevention,
intervention, and treatment of alcohol-use disorders in women
will be discussed, and promising approaches to gender-sensitive
treatment will be described.

No.1D
POSTPARTUM MOOD DISORDERS: RISK FACTORS
AND TREATMENT

Vivien K. Burt, M.D., UCLA Dept. of Psychiatry &
Biobehavioral Sciences, UCLA Neuropsychiatric Hospital, 760
Westwood Plaza, Los Angeles, CA 90095

SUMMARY:

Many women experience depressive symptoms during the
postpartum period, ranging from mild postpartum blues to
significant mood disorders such as postpartum depression and
postpartum psychosis. The “baby blues” are extremely common,
affecting 30% to 75% of new mothers. This form of postpartum
mood change is self-limited and requires no specific treatment
other than education and support. Puerperal affective illness
places the mother at risk for the development of recurrent
depression and has also been associated with significant long-
term effects on child development and behavior. Therefore, the
prompt recognition and efficacious treatment of puerperal mood
disorders are essential in order to avoid adverse outcomes for both
mother and infant. Psychotherapy or pharmacotherapy may be
used alone or in combination to manage postpartum depression.

REFERENCES

1. Wisner KL, Chambers C, Sit DK: Postpartum depression:
a major public health problem. JAMA 2006 Dec 6; 296
(21):2616-8.

2. Cohen LS, Soares CN, Vitonis AF, Otto MW, Harlow BL:
Risk for new onset of depression during the menopausal
transition: the Harvard study of moods and cycles. Arch Gen
Psychiatry 2006 Apr; 63(4):385-90.

3. Wiesbeck GA Gender-specific issues in alcoholism - intro-
duction. Arch Womens Ment Health: 2003 Nov; 6(4):223-

4. Schmidt PJ, Roca CA, Bloch M, Rubinow DR. The peri-
menopause and affective disorders. Semin Reprod Endo-
crinol. 1997 Feb; 15(1):91-100.

ISS02-COMPREHENSIVE CARE FOR THE
LONG-TERM PATIENT WITH SCHIZOPHRENIA:
TREATING THE WHOLE PATIENT

SUPPORTER: PFIZER INC.
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No. 2A
TOOLS FOR IMPROVING LONG-TERM
MEDICAL HEALTH

Peter A. Fahnestock, M.D., Washington State University, 660 S.
Euclid, St Louis, MO 63110

SUMMARY:

It is the family members, case managers, and other caregivers
who assume the day-to-day responsibility for assisting patients.
Their contributions can have a large impact on long-term
behaviors, comparable to those of the physician. Consequently,
patients, their families, and other community caregivers require
education and support to help them achieve long-term well-being.
Tools have been created to assist patients and their day-to-day
caregivers in making choices that will optimize patients’ medical
health. These tools include the American Diabetes Association
(ADA) toolkit, and specific training modules that are being
developed with support from the NIMH and other sources. In
this interactive symposium, clinicians will learn how to integrate
these resources into long-term treatment planning.

No. 2B

RECOVERY FROM SCHIZOPHRENIA: GOALS AND
OUTCOMES FOR AN EMERGING AND ATTAINABLE
THERAPEUTIC GOAL

Stephen R. Marder, M.D., UCLA, M1 RECC 2104 11301 Wilshire
Boulevard, Los Angeles, CA 90073-1003

SUMMARY:

Definitions of recovery and remission vary across professional
organizations, practitioners, and researchers. However, there is
general agreement that this phase of the illness involves reduced
or alleviated psychotic symptoms and improved psychosocial
functioning. Patients differ in their goals during the stable
phase of treatment. Some individuals may focus on living
independently and others may focus on vocational or educational
goals. Recently, increasing attention has been paid to the notion of
recovery from schizophrenia, and it too has been conceptualized
in various ways. Nevertheless, the President’s New Freedom
Commission on Mental Health has brought recovery to the
forefront and offered some guidance as to its definition. Elements
of recovery serve as metrics for patient response to treatment and
ideally consensus should be reached about specific criteria for
patient success. Participants in this symposium will discuss and
identify the characteristics of recovery and remission as measures
of treatment success. In addition, they will learn methods of how
to develop and discuss individualized treatment goals for the
patient, the family, and the health care provider.

No. 2C
GENERAL MEDICAL HEALTH IN SCHIZOPHRENIA:
IT°’S MORE THAN JUST WEIGHT GAIN

John W. Newcomer, M.D., Washington State University, 660 S.
FEuclid, St. Louis, MO 63110

SUMMARY:

Patients with severe mental illness are at substantially increased
vulnerability for a number of medical problems and a relatively
high risk for premature death. Many patients do not have access to
good medical care or do not take advantage of available services
apart from what is required to manage their mental illness. Among
the most common medical conditions affecting these patients are
those related to cardiometabolic function, which unfortunately
can be exacerbated by the adverse effects of some psychotropic
medications. Consequently, some portion of the responsibility for
medical monitoring and management lies with the psychiatrist,
many of whom may feel unequipped to address this role. In this
interactive and practice-based symposium, clinicians will learn
about the importance of medical management in patients with
long-term mental illness and the successful integration of medical
monitoring into psychiatric practice. Particular emphasis will be
paid to identifying risk factors for common medical conditions and
on providing practical tools for clinical management. Finally, the
role of psychotropic medications like antipsychotics in increasing
or decreasing risk will be reviewed along with recent treatment
guidelines.

No. 2D
ACHIEVING RECOVERY: PHARMACOLOGIC AND
PSYCHOSOCIAL APPROACHES

Willaim T. Carpenter, M.D., University of Maryland, PO Box
21247, Baltimore, MD 21247

SUMMARY:

Patients with schizophrenia have specific and unique needs over
the long term that include symptom remission, relapse prevention,
management of long-term treatment-related risk, management
of ongoing medical monitoring, and improved psychosocial
function. Mental health providers will likely need to play an
expanded role in addressing these needs over time, particularly
given the relative lack of access to general medical care among
severely mentally ill patients. At this juncture, much remains to
be learned about how best to individualize treatment goals and
how to assess and manage patients with those goals in mind.
Mental health providers need to be better equipped with practical
tools to achieve remission in patients with schizophrenia. In this
interactive and case-based symposium, the faculty will provide
examples of treatment plans that incorporate goals of remission
and recovery in the management of patients with schizophrenia.

REFERENCES

1. Ahmed M, Osser DN, Boisvert CM, Albert LG, Aslam M:
Rationale for emphasis on management over treatment of
schizophrenia in clinical practice. Ann Pharmacother 2007;
41:693-695.

2. Newcomer JW. Metabolic considerations in the
use of antipsychotic medications: a review of recent evidence
J Clin Psychiatry 2007;68 Suppl 1:20-27.

3. Andreasen NC, Carpenter WT, Kane JM, Lasser RA, Mar-
der SR, Weinberger DR: Remission in schizophrenia: pro-
posed criteria and rationale for consensus. Am J Psychiatry
2005;162:441-449.

4. Morken G, Grawe RW, Widen JH. Effects of integrated
treatment on antipsychotic medication adherence in a ran-
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domized trial in recent onset schizophrenia. J Clin Psychi-
atry 2007;68:566-571.

ISS03-RECENT ADVANCES IN ALZHEIMER’S
DISEASE: EXPERT OPINIONS ON CURRENT AND
EMERGING THEORIES

SUPPORTER: FOREST LABORATORIES, INC.

No. 3A
ADVANCES IN DIAGNOSIS ALZHEIMER’S
DISEASE

Gary W. Small, M.D., UCLA Semel Insitute for Neuroscience
& Human Behavior, Suite 88-201, 760 Westwood Plaza, Los
Angeles, CA 90024

SUMMARY:

Many of the recent advances in the diagnosis of Alzheimer’s
disease (AD) have been in the area of neuroimaging. Structural
imaging (computed tomography [CT] or magnetic resonance
imaging [MRI]) is a routine component of diagnostic evaluation
of dementia. When the differential diagnosis includes AD and
frontotemporal dementia (FTD), a flurodeoxyglucose positron
emission scan (FDG-PET), which measures regional glucose
metabolism, may be useful. Recent studies also suggest the
possible use of neuroimaging as a surrogate biomarker of
the pathological hallmarks of AD-amyloid plaques and tau
neurofibrillary tangles. Plaque and tangle accumulation may
be detectable years before clinical AD diagnosis—in the mild
cognitive impairment stages—using new in vivo radio labeled
detection probes with neuroimaging. There is also an increasing
interest for psychiatrists in the value of other imaging markers,
such as hippocampal shape and volume and total brain volume,
as well as genetic risk measures, such as apolipoprotein E-4
(APOE-4). Additionally, data will soon become available from
the nationwide AD neuroimaging initiative (ADNI) launched by
the National Institutes of Health in 2006, which will help inform
the field about the utility of structural MRI, FDG-PET, and other
relevant biomarkers. Neuropsychological testing is not routine but
is a topic of discussion for the Diagnostic and Statistical Manual
of Mental Disorders, DSM-V. More efficient neuropsychological
assessment tools may make these informative measures more
accessible for practicing psychiatrists. This program will review
the recent advances in cutting-edge diagnostic tools that are of
immediate interest to AD clinicians and researchers. Advances
in the appropriate use of diagnostic tools, particularly imaging
techniques, to facilitate early detection of AD in clinical practice,
as well as their use as surrogate markers in new drug development
will also be discussed.

No. 3B
ADVANCES IN DISEASE MODIFICATION: BAPTISTS
VERSUS TAUISTS

Leonard Petrucelli, Ph.D., Mayo Clinic Jacksonville, Depart-
ment of Neuroscience, 4500 San Pablo Road, Jacksonville, FL
32224

SUMMARY:

The challenges in measuring disease modification in Alzheimer’s
disease (AD) prevention trials will be highlighted in this
presentation along with the novel approaches and trial designs for
measuring disease modification in AD. Approaches to disease-
modification in AD are being developed with varying degrees of
success, based largely on the amyloid precursor protein cleavage
pathways. An update on the benefits, disadvantages, and current
status of immunotherapies, —secretase inhibitors, B-secretase
inhibitors, and -secretase modulators will be provided. Most
notable, late-stage developments in selective amyloid-342 (AB3)
lowering agents that target altered amyloidogenesis will also be
highlighted in this program. A variety of genetic, pathological,
and biochemical studies have provided a great deal of evidence
that AB is not simply a disease marker but that it plays a causal
role in the development of AD pathology. The differential
deposition of various A fragments (A42, AB40, and AB38) in
plaques will be discussed. The role of anti-AB aggregation agents
such as glycosaminoglycan mimetics and metal ion chelators
that inhibit fibril formation will be elaborated in the context of
the amyloid hypothesis of AD. Many investigators believe that
tau phosphorylation may represent a more promising therapeutic
target than amyloid plaques. The long-standing debate about
the primacy of tangles vs plaques in AD pathogenesis has been
only partially resolved. In AD, the number and density of NFTs
are strongly correlated with the degree of cognitive impairment
and aberrant tau phosphorylation and NFTs are thought to play
a major role in the pathogenesis of AD. The inter-relationships
between A and tau and the relative importance of their roles in
AD pathology is an active area of research. Current debate on
the B-amyloid plaques (BAPtist) and tau (TAUist) camps will be
highlighted in this exciting segment, based on the most current
knowledge of the underlying AD pathology.

No. 3C
ADVANCES IN CURRENT ALZHEIMER’S DISEASE
TREATMENT GUIDELINES

Peter V. Rabins, M.D., Meyer 279 600 N Wolfe St, Baltimore, MD
21287

SUMMARY:

Practice guidelines for the diagnosis and treatment of
Alzheimer’s disease (AD) issued by several organizations have
recently been revised or are being revised with emphasis on new
information. The first American Psychiatric Association (APA)
practice guidelines for the treatment of patients with Alzheimer’s
disease (AD) and other late-life dementias were issued in 1997
when only two cholinesterase inhibitors (ChEIs), tacrine and
donepezil, were available for treatment. Since then, two new
ChEIs, galantamine and rivastigmine, and one N-methyl-D-
aspartate receptor antagonist, memantine, have been approved by
the United States Food and Drug Administration (FDA) for the
treatment of AD. A guideline watch was issued in April 2006, but
a complete second edition of the APA practice guidelines are to be
published in August 2007. The American Association of Geriatric
Psychiatry issued a position statement in July 2006 emphasizing
a set of care principles based on a comprehensive care model for
AD that includes available evidence and clinical experience of
the leading experts. Similarly, American Academy of Neurology
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(AAN) practice guidelines for the management of dementia were
issued in May 2001, reaffirmed in October 2003, and AAN is
now in the process of developing new dementia guidelines. In
light of many recent advances in the treatment of AD and other
dementias, there is an immediate educational need for the APA
audience to acquire distilled information from these updates in
order to provide guideline, level care for AD patients and their
caregivers. Key highlights and interpretation of these important
guidelines will be discussed in this presentation.

No. 3D
ADVANCES IN SYMPTOMATIC ALZHEIMER’S
DISEASE PHARMACOTHERAPY

Brian S. Appleby, M.D. Johns Hopkins Hospital, Depar. of
Psychiatry and Behavioural Sciences, Baltimore, MD 21287

SUMMARY:

Recent advances in pharmacotherapy for Alzheimer’s disease
(AD) underscore the fact that this is a dynamic field in medicine.
The essential highlights from recent studies of cholinesterase
inhibitors (ChEIs) and memantine will be presented, addressing
efficacy and safety in extended clinical trials, switching therapies,
combined treatments, comparative analysis between agents,
and new indications. Recent extension studies of both ChEI
and memantine suggest the beneficial outcomes of continued
long-term therapy with these agents. Studies of donepezil in
severe dementia have resulted in expansion of its indication
to the treatment of severe AD in addition to mild-to-moderate
AD. A transdermal formulation of rivastigmine has been FDA
approved. Studies of memantine in mild-to-moderate AD patients
have showed inconsistent evidence of benefit and did not result
in a label expansion beyond moderate-severe AD. Successful
management of disturbing behaviors in AD remains the most
challenging task for clinicians and a number of novel approaches
are evolving with special emphasis on secondary prevention of
behavioral disturbances and treatment of harmful acute behaviors.
Memantine and ChEIs have shown varying degrees of benefit in
improving existing behavioral symptoms as well as preventing
the emergence of new symptoms in several clinical trials. The
most recent data on antidementia agents and their appropriate use
for behavioral disturbances in AD will be highlighted. Published
in October 2006, the highly anticipated CATIE-AD study results
have highlighted concerns regarding effectiveness in the use of
antipsychotics in dementia. Strategies in determining prudent use
ofthese psychotropics in AD will also be described. Finally, a brief
primer on the collaborative care model for secondary prevention
of neuropsychiatric symptoms in AD will be presented that
brings together pharmacological and psychosocial interventions
in a comprehensive approach.
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ISS04-FIBROMYALGIA: DIAGNOSTIC
ADVANCES AND EMERGING PHARMACOLOGIC
THERAPIES FOR A COMPLEX,
MULTIDIMENSIONAL DISORDER

SUPPORTER: ELI LILLY AND COMPANY

No. 4A
FIBROMYALGIA: THE PATHOPHYSIOLOGY OF
DYSFUNCTIONAL PAIN PROCESSING

Daniel J. Clauw, M.D., Division of Rheumatology Associate
Dean for Clinical and Translational Research Director, Chronic
Pain and Fatigue, Michigan Institute for Clinical and Health
Research The University of Michigan,24 Frank Lloyd Wright
Drive, P.O. Box 385, Ann Arbor, MI 48106

SUMMARY:

Fibromyalgia is characterized by chronic widespread pain and
tenderness (allodynia, hyperalgesia). Patients with fibromyalgia
experience pain amplification with both benign and painful types
of stimuli including light, heat, touch, cold, chemicals, sights,
sounds, and smells. The disorder is thought to arise from multiple
factors including genetic factors, stress, and neurotransmitter
and neuroendocrine dysfunction. While the pathophysiology
of fibromyalgia is not fully understood, accumulating evidence
demonstrates that fibromyalgia pain is due to dysfunctional pain
processing in the central nervous system (CNS). Patients with
fibromyalgia are thought to develop functional changes in the
CNS that result in central pain sensitization that is manifested as
increased excitability of neurons, enlargement of their receptive
fields, reduction in pain threshold, and recruitment of novel
afferent inputs. Despite evidence that emphasizes the role of
sensory and CNS abnormalities for the chronic pain associated
with fibromyalgia, psychosocial factors also play an important
role in the development and course of fibromyalgia. These include
exposure to negative life events and chronic stress, increased
focus on bodily symptoms, and passive pain-coping mechanisms.
A recent family study also found that fibromyalgia coaggregates
with mood disorders in families suggesting the possibility of
shared pathophysiologic factors in fibromyalgia and mood
disorders. This presentation will review the pathophysiology of
fibromyalgia dysfunctional pain processing and also review the
contributions of psychosocial factors.

No. 4B

EFFICACY OF CURRENT THERAPEUTIC
INTERVENTIONS FOR FIBROMYALGIA: UNMET
CLINICAL NEEDS
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Lesley M. Arnold, M.D., Director, Women's Health Research
Program, University of Cincinnati Medical Arts Building, 222
Piedmont Avenue, Suite 8200, Cincinnati, OH 45219

SUMMARY:

Fibromyalgia is a common, chronic, and debilitating condition
characterized by widespread pain and tenderness and frequently
accompanied by fatigue, insomnia, depression, and anxiety.
The treatment of fibromyalgia is complex with current evidence
advocating a multifaceted approach. The goals of therapy are to
improve symptoms, function, and emotional well being. In June
2007, pregabalin became the first treatment approved by the FDA
for the treatment of fibromyalgia. Research into other therapies is
rapidly expanding treatment options for patients with fibromyalgia.
Until recently, tricyclic antidepressants (TCAs) were the most
frequently studied medications for fibromyalgia treatment and
were shown to provide moderate clinical benefit in the relief of
multiple symptoms, with the most consistently observed benefit
on sleep attributable to sedative effects of TCAs. Due to concerns
about safety and tolerability, newer antidepressants have been
widely evaluated for use in fibromyalgia. The selective dual
reuptake inhibitors of serotonin and norepinephrine, duloxetine
and milnacipran, have been demonstrated in clinical trials to offer
significant relief of pain and other symptoms in fibromyalgia as
well as improving quality of life and function. Several other
medication treatments have also shown promise in the treatment
of fibromyalgia, including fluoxetine, gabapentin, tramadol, and
pramipexole. In practice, patients often respond to combination
of pharmacological treatments, although studies of combination
pharmacotherapy are still limited. This presentation will provide
an up-to-date review of pharmacological studies and areas of
unmet needs and will provide guidelines for a stepwise treatment
of fibromyalgia that includes combination therapies, based on
available medical evidence.

No. 4C

THE FIBROMYALGIA MYSTERY: DIAGNOSTIC
CHALLENGES IN PATIENTS WITH A
CONSTELLATION OF SYMPTOMS

Sharon Stanford, M.D., Assistant Professor of Psychiatry and
Family Medicine , Medical Arts Building - Suite 8200, 222
Piedmont Avenue, WHRP Treatment Ctr, Cincinnati, OH 45219

SUMMARY:

Fibromyalgiaisachronic and debilitating condition characterized
by widespread pain and tenderness affecting approximately 2%
of the U.S. adult population. Patients experience both allodynia
(pain from a normally non-painful stimulus) and hyperalgesia
(inappropriately intense pain from a normally painful stimulus).
While chronic pain and tenderness are the defining features of
fibromyalgia, patients also exhibit a constellation of symptoms
including sleep disturbances, persistent fatigue, irritable bowel
syndrome, headache, cognitive or memory impairment, and
mood disorders. Diagnosis and treatment are challenging due to
the limited understanding of the pathophysiology of fibromyalgia.
While diagnosis is made through a combination of history,
physical exam, lab findings, and the exclusion of other causes of
chronic pain, it takes an estimated 5 years for the average patient
to be accurately diagnosed with fibromyalgia, underscoring the

need for physician education on recognition, diagnosis, and
effective implementation of pain management strategies to help
patients cope with this debilitating condition. While fibromyalgia
is most often diagnosed in the primary care setting and is the
second most commonly diagnosed condition in rheumatology
clinics in the United States, psychiatrists often encounter patients
with fibromyalgia as they present to psychiatrists with mood
disorders and cognitive or memory impairment. Diagnosis is
further confounded by overlap with other chronically painful
conditions. While diagnostic criteria do exist, they were originally
developed for research purposes and need further refinement as
understanding of fibromyalgia has evolved. This presentation
will review the variety of symptoms present in fibromyalgia,
the differential diagnosis, and the diagnostic tools available to
psychiatrists.

No. 4D

EMERGING STRATEGIES IN THE MANAGEMENT
OF FIBROMYALGIA: A PATHOPHYSIOLOGIC
APPROACH TO PHARMACOTHERAPY

Daniel J. Clauw, M.D., Division of Rheumatology Associate
Dean for Clinical and Translational Research Director, Chronic
Pain and Fatigue, Michigan Institute for Clinical and Health
Research The University of Michigan,24 Frank Lloyd Wright
Drive, P.O. Box 385, Ann Arbor, MI 48106

SUMMARY

The diagnosis and treatment of fibromyalgia is especially
challenging for clinicians due to the limited knowledge of the
etiology and poor response to conventional pain treatments.
Outcome measures to date have been borrowed from clinical
research in pain, rheumatology, neurology, and psychiatry. While
these have been helpful to distinguish treatment response in
symptoms domains, more work is needed to validate these in
fibromyalgia. Due to the multidimensional nature of fibromyalgia,
composite response criteria may also be useful to address the
effects of treatment across the constellation of symptoms.

In general, abnormalities of pain processing appear to play
an important role in fibromyalgia pain. In order to gain a better
understanding of the mechanisms involved in the processing of
pain associated with fibromyalgia, techniques in neuroimaging
such as functional magnetic resonance imaging (fMRI) have
been utilized to provide insights into the role of supraspinal
mechanisms in pain perception. In addition, imaging studies
have provided objective evidence of abnormal central regulation
of pain in fibromyalgia. Resting brain blood flow studies have
reported mixed findings for several brain regions, whereas
decreased thalamic blood flow has been noted by several
investigators. Augmented brain responses to both painful and
non-painful stimuli that may be influenced by psychological
factors have also been reported in studies evaluating the function
of the nociceptive system.

This pathophsyiologic approach will lead to a greater
understanding of pain-alleviating mechanisms and may ultimately
provide direction for the development of more specific treatment
approaches. This presentation will highlight that approach, the
current data, and demonstrate that further neuroimaging research
is warranted.
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No. 5A
ADDRESSING UNMET NEEDS IN PSYCHOTIC
DEPRESSION

Alan F. Schatzberg, M.D., Department of Psychiatry and
Behavioral Sciences, Stanford University School of Medicine,
401 Quarry Road, Stanford, CA 94305-5717

SUMMARY:

Psychotic major depression is a severe form of the disorder
affecting 15%-18% of patients with major depression and 0.3%-
0.8% of the general population. The disorder is characterized
clinically by delusions or hallucinations, marked psychomotor
disturbance, guilt, and suicidal ideation. Neuropsychological
deficits involving poor attention, decreased response inhibition
and impaired verbal/visual memory functions are common in the
disorder and these appear to reflect abnormalities in prefrontal
cortex, cingulate, and hippocampal activity. Patients with the
disorder demonstrate significantly elevated cortisol activity as
evidenced by high non-suppression rates on the dexamethasone
suppression test, very high post-dexamethasone cortisol levels,
elevated 24-hr urinary cortisol levels, and elevated nocturnal
serum cortisol levels. High cortisol levels correlate with poorer
neuropsychological test performance. Historically, treatment for
the disorder has revolved around the combination of an atypical
antipsychotic with an antidepressant or electroconvulsive therapy
(ECT). More recently, combination therapies have shown some
efficacy, as have glucocorticoid antagonists. In this interactive
symposium, participants will learn to assess patients for psychotic
depression and to develop appropriate treatment strategies.

No. 5B
ADDRESSING UNMET NEEDS IN SEVERE
DEPRESSION

Charles B. Nemeroff, M.D., Department of Psychiatry & Behavioral
Sciences,Emory University School of Medicine, 101 Woodruff
Circle Suite 4000, Atlanta, GA 30322

SUMMARY:

Major depressive disorder (MDD) is highly prevalent disorder
and represents one of the most burdensome diseases worldwide.
Of the approximately 30 million depressed patients worldwide,

about one-third have symptoms that can be classified as severe.
Severe depression is extremely debilitating and is associated
with increased medical morbidity and mortality, reduced quality
of life, and significant personal and societal cost. It is often
clinically unappreciated that severe depression is in fact relatively
responsive to pharmacotherapy. Due to the mulitifactoral
etiology of depression with vulnerability being influenced by
both environmental and genetic factors, psychiatrists need to
be better equipped to assess and identify severe depression as
well as how to manage its since successful outcomes may require
an arsenal of treatments with numerous mechanisms of action.
In this interactive symposium, psychiatrists will learn how
to diagnose severe depression and how to measure treatment
efficacy. Pharmacologic treatment modalities including SSRIs,
TCA, SNRIs, dopamine agonists, antipsychotics, and other novel
agents will be compared and contrasted in terms of efficacy and
tolerability, both as monotherapy and in combination therapy. The
role of non-pharmacologic therapies including psychotherapy,
ECT, TMS, DBS, and VNS will be explored as adjuvants to
medication management. Strategies for integrated treatment and
management will be discussed.

No. 5C
NEUROBIOLOGY OF DEPRESSION

Kerry Ressler, M.D., 954 Gatewood Dr., Atlanta, GA 30329

SUMMARY:

Major depressive disorder is a prevalent and disabling condition
with a heterogeneous presentation and significant individual
differences in response to treatment. The heterogeneity of
both symptoms and treatment response, coupled with the
known derangements to the hypothalamic-pituitary axis, signal
transduction abnormalities and altered protein activity strongly
support a biological basis for depression. Nevertheless, much
remains to be learned about the pathophysiology of depression
in general, and the genetic and environmental underpinnings
in particular. In this symposium, faculty will review current
evidence on the neurobiological basis of depression, with
particular evidence on possible genetic contributions and
epigenetic regulation. Faculty also will review the results of
recent brain imaging studies showing individual differences that
may represent genetic variability.

No. 5D
ADDRESSING UNMET NEEDS IN REFRACTORY
DEPRESSION

Dwight Evans, M.D., 305 Blookley Hall, 423 Guardian Drive,
Philadelpha, PA 19104

SUMMARY:

Treatment-resistant refractory depression (TRD), defined
as depression that fails to respond to at least two different
medications from two different pharmacological classes, poses
a significant challenge for psychiatrists. As many as 30% of
patients with major depression do not respond well to the first
medication prescribed and up to 75% have recurring symptoms
even after treatment. Some 15% of patients with depression
do not experience remission even after multiple aggressive
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interventions with pharmacotherapy and psychosocial strategies.
The challenge of treating patients with TRD is compounded by the
lack of consensus on its definition and classification and a paucity
of evidence-based medicine to provide guidance. Moreover,
many psychiatrists are unfamiliar with the differential diagnosis
for TRD in patients with unipolar depression and are unaware
of the risk factors for treatment non-response in this population.
In this interactive symposium, participants will learn to identify
risk factors for treatment resistance and to properly assess and
characterize symptoms. Faculty will review pharmacological
and psychosocial therapy approaches to managing patients with
TRD and how to individualize treatment to optimize outcomes in
these difficult to treat patients.
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ISS06-PEDIATRIC AND ADOLESCENT ADHD:
BACK TO THE BASICS

SUPPORTER: ABBOTT LABORATORIES

No. 6A
OFFICE-BASED PSYCHOSOCIAL
INTERVENTIONS FOR ADHD

Aude Henin, Ph.D., Masachusetts General Hospital, Pediatric
Psychopharmacology Unit, 185 Alewife Brook Pkwy, Suite 2000,
Cambridge, MA 02138, Cambridge, MA 02138

SUMMARY:

While medication is considered the mainstay of treatment for
ADHD, the role of behavioral and psychosocial interventions is
receiving increased attention. Available evidence indicates that
nonpharmacologic approaches to ADHD, by themselves, are not as
effective as medication and that the benefit of adding psychosocial
interventions to medication regimens is not established. In
certain situations, however, the combination of pharmacologic
and nonpharmacologic modalities can be synergistic—if,
for example, the patient has a less than optimal response to
medication, suffers from a comorbid psychiatric disorder (eg,
anxiety disorder), or experiences significant stressors that disrupt
family life (parental depression or substance abuse, marital
problems, significant parent-child conflict). Behavioral therapy
alone may be considered when ADHD symptoms are mild with
minimal impairment, when the ADHD diagnosis is uncertain,
when parents reject medication treatment, or when parents and
teachers have marked disagreements about the diagnosis. A
growing body of literature is seeking to validate the efficacy of

behavioral and psychosocial interventions for ADHD in pediatric
patients. Evidence indicates that behavioral parent training may
be an effective short-term strategy. Approaches to adolescents
may include behavioral techniques, academic interventions,
and family therapy. The benefits of other approaches, such
as cognitive-behavioral therapy and social skills training for
children, are still under investigation. This review will enable
the clinician to understand when to initiate nonpharmacologic
approaches to ADHD and how to integrate them with medication
in a comprehensive treatment plan.

No. 6B
ADHD DIAGNOSIS AND MANAGEMENT: A ROAD MAP
TO THE LATEST GUIDELINES

Paul G. Hammerness, M.D., Harvard Medical School, Boston, MA
02115

SUMMARY:

Screening tools and guidelines for diagnosis and management of
ADHD proliferate. This presentation will help the busy clinician
sort them out. The diagnosis of ADHD relies upon a careful
clinical evaluation that includes an assessment for comorbid
psychiatric conditions. A myriad of screening tools and symptom
rating scales are available; clinicians need to be aware of their
practical utility and their limitations. Practitioners also need
to know when neuropsychological testing is appropriate—for
example, to probe for underlying learning disorders. Guidelines
on diagnosis and management come from the American
Psychiatric Association, American Academy of Child and
Adolescent Psychiatry, and American Academy of Pediatrics, as
well as international groups. In 2007, AACAP issued an updated
Practice Parameter that recommends screening for ADHD as part
of every patient’s mental health assessment and calls for a “well
thought out and comprehensive treatment plan” for all patients
diagnosed with ADHD. Meanwhile, new guidelines from the
Texas Children’s Medication Algorithm Project used a consensus
approach to develop guidelines for ADHD management, alone or
with comorbid anxiety disorders, major depressive disorder, tic
disorders, and aggression. Guidance also comes from the FDA,
which is now calling upon clinicians to help families understand
the benefits and risks of ADHD medications, including possible
cardiovascular events and adverse psychiatric side effects.
These considerations require careful screening of patients prior
to treatment and diligent monitoring throughout the course of
therapy. To fortify the clinician’s knowledge in this area, the
presentation will cover the Controlled Substances Act and related
laws and regulations governing the use of these agents. This
session will enable clinicians to understand and implement latest
guidelines on ADHD diagnosis and management and to educate
parents and patients appropriately.

No. 6C
ADHD TODAY: NEW INSIGHTS INTO CAUSES AND
CONSEQUENCES

Stephen V. Faraone, Ph.D., 750 East Adams St, Syracuse, NY
13210
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SUMMARY:

Ongoing research is illuminating our understanding of ADHD
as a common psychiatric disorder in people of all ages, one
with strong genetic and familial origins and characteristic
neurobiologic features:

* At least 20 studies provide evidence that gene variants increase
susceptibility to ADHD.

* The heritability of ADHD is estimated at 77%.

* Environmental factors such as maternal smoking and childhood
lead exposure may also play a role.

* Structural and functional neuroimaging studies show a number
of brain regions to be abnormal in individuals with ADHD.
While these studies cannot be used to diagnose ADHD, they
help articulate its neurobiologic pathways and delineate the
response to medication. More is also known about the prevalence
of psychiatric comorbidities in ADHD and the far-reaching
psychosocial consequences of the disorder, with compelling
implications for management. Common pediatric comorbidities
include conduct disorder, oppositional defiantdisorder, depression,
and bipolar disorder. Among adolescents, ADHD is associated
with higher rates of school failure, peer rejection, incarceration,
and teen pregnancy. ADHD is a risk factor for cigarette smoking8
and substance abuse. Relatively new areas of exploration include
the variant (and previously underappreciated) expression of
ADHD in girls, and the occurrence and management of ADHD
in preschoolers. Untreated, ADHD carries a risk of academic
and occupational underachievement and functional impairment
across multiple domains, ranging from poor marital, family, and
peer relationships to higher rates of motor vehicle accidents,
job-related injuries, and addictive/antisocial behaviors. This
presentation will summarize the evolving state of knowledge on
the nature of ADHD and its lifetime impact.

No. 6C
NEW CHOICES, NEW CHALLENGES: ADVANCES IN
ADHD TREATMENT OPTIONS

Timothy E. Wilens, M.D., 55 Fruit Street, YAW 6A, Boston, MA
02114

SUMMARY:

With the clear identification of ADHD and co-occurring
psychiatric issues, new strategies for managing these individuals
have emerged. The development of new therapeutic agents,
formulations, and drug delivery systems has significantly
expanded the options for ADHD treatment. These advances
include a transdermal (patch) form of methylphenidate, extended-
release formulations of amphetamine and methylphenidate, and
an amphetamine prodrug designed to limit abuse potential. A
new generation of extended-release stimulants in development is
expected to relieve symptoms for up to 16 hours. Meanwhile,
research offers new insight on the efficacy and safety of
atomoxetine, the only non-stimulant currently FDA approved
for treating ADHD. A second non-stimulant, an extended-release
formulation of the alpha-2A-adrenoceptor agonist guanfacine,
awaits FDA approval for treatment of ADHD. Investigations are
continuing into the use of agents not FDA approved for ADHD,
including antidepressants and nicotinic agonists. Faced with
a growing list of therapeutic choices, today’s clinician needs
guidance in selecting the most appropriate medication for the
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individual and in determining correct dose parameters, duration
of action, and delivery system. Comprehensive management also
requires assessment of psychiatric comorbidities and consequent
modification of treatment plans. Diligent follow up includes
assessing the efficacy of treatment, monitoring side effects,
and adjusting dosages and medications to optimize outcomes.
Psychoeducation is essential to help the patient and family
understand ADHD, its consequences, the management approach,
and the importance of adhering to prescribed regimens. This
presentation will detail the essential elements of a comprehensive
ADHD treatment plan, focused on psychopharmacological
intervention, in a way that enhances the clinician’s ability to
make well-reasoned choices.

REFERENCES

1. Spencer TJ, Biederman J, Mick E: Attention-deficit/hyper-
activity disorder: Diagnosis, lifespan, comorbidities, and
neurobiology. Ambul Pediatr. 2007;7:73-81.

2. Centers for Disease Control and Prevention. Prevalence of
diagnosis and medication treatment for attention-deficit/hy-
peractivity disorder—United States, 2003. MMWR 2005;
54(34):842-847.

3. Biederman J, Faraone S, Milberger S, et al: Predictors of
persistence and remission of ADHD into adolescence: results
from a four-year prospective follow-up study. J Am Acad
Child Adolesc Psychiatry 1996;35:343-351.

4. Kessler RC, Adler L, Barkley R, et al: The prevalence and
correlates of adult ADHD in the United States: results from
the National Comorbidity Survey Replication. Am J Psych-
iatry. 2006;163:716-723.

SUNDAY, MAY 4, 7:30 AM-11:00AM

ISS07-TREATING PATIENTS EARLY: UPDATES
ON THE CONTROVERSY
SUPPORTER: ASTRAZENCA PHARMACEUTICALS

No. 7A

DIFFERENTIATING BETWEEN PRODROMAL
SCHIZOPHRENIA AND PRODROMAL BIPOLAR
DISORDER

Barbara Cornblatt, Ph.D., Zucker Hillside Hospital, 75-59
263rd Street, Glen Oaks, NY 11004

SUMMARY:

The field of prevention of severe psychiatric illness has rapidly
grown over the past decade. The basic strategy is to identify
vulnerable youngsters during the prodromal phase, when
early clinical warning signs are displayed, but frank illness
may be prevented. Although schizophrenia has typically been
the outcome of interest, focus has been broadened to include
bipolar disorder, also a chronic, highly debilitating illness with
a presumed developmental course. In the New York Recognition
and Prevention (RAP) program, a 30% rate of conversion to
psychosis has been found among prodromal subjects (n=225).
However, 20% of converted subjects eventually develop a bipolar
disorder. There are no baseline differences between subjects
prodromal for schizophrenia (P-Sz) vs prodromal for bipolar
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(P-BP) disorder, making specific treatments difficult. A new
RAP study has now been initiated to directly follow adolescents
at risk for bipolar disorder. Early findings suggest that while
clinical symptoms overlap substantially, P-BP adolescents
display disturbances in temperament (e.g. higher cyclothymia)
and circadian rhythm (e.g. sleep disruptions) not found in the
pre-schizophrenia prodrome. Thus, there may be a common
vulnerability underlying schizophrenia and bipolar disorder, as
well as more specific deficits unique to each disorder. Implications
of findings for early treatment will be discussed.

No. 7B
EARLY DIAGNOSIS OF SCHIZOPHRENIA

Oliver Freudenreich, M.D., MGH Schizophrenia Program, 25
Staniford Street, 2nd Floor, Boston, MA 02114

SUMMARY:

Patients who present with a first episode of psychosis can
pose a variety of problems for physicians, and a diagnosis of
schizophrenia is not always made as early as possible. While
some morbidity from schizophrenia is probably not modifiable
once acute psychosis has occurred, the best management of this
stage of illness nevertheless holds the promise of improving
long-term outcomes. In this talk, I will discuss how to positively
diagnose schizophrenia early in the course of the illness so that
appropriate treatment can be implemented in a timely manner.
I will specifically focus on the medical differential diagnosis
and medical work-up required for a comprehensive, diagnostic
assessment, and some initial treatment goals. The talk will
argue that the best approach for this patient population might be
specialty clinic care augmented by research.

No. 7C

THE PRODROMAL OR ULTRA-HIGH RISK STAGE
OF SCHIZOPHRENIA AND RELATED PSYCHOSES:
A WINDOW FOR UNDERSTANDING AND
INTERVENTION

Patrick McGorry, M.D., University of Melbourne, Parkville, 3052
Australia

SUMMARY:

Most patients who develop a first episode of psychosis and
receive a diagnosis of schizophrenia or related psychotic disorder
pass through a period of months to years, during which they can
objectively be seen to manifest a “need for care,” despite the fact
that they do not meet current criteria for a DSM IV psychotic
disorder (though they usually qualify for one or more other
diagnoses). We have labeled this stage the prodromal or ultra-
high risk (UHR) stage. In recent years it has become possible
to study and treat a subset of such patients in specialized clinics
and learn more about the neurobiology and risks associated with
this stage of illness, as well as the benefits and risks of different
forms of treatment. More than six RCTs have now been carried
out and a range of neuroimaging and biological investigations
as well as naturalistic studies have been conducted. We know
that CNS changes of unclear significance actively occur during
the transition to psychosis and that novel antipsychotics, CBT,
and omega 3 fatty acids can probably all delay transition to first
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episode psychosis from the UHR state. While much has been
learned, there is more that needs to be understood.

No. 7D
MAJOR DEPRESSIVE DISORDER IN YOUTH:
NEUROBIOLOGY AND TREATMENT

Kathryn Cullen, M.D., Fairview -University Medical Center,
2450 Riverside Avenue, Minneapolis, MN 55464

SUMMARY:

This presentation will review the current understanding of
neurobiological mechanisms underlying major depressive
disorder (MDD) in children and adolescents. A working model
for neurocircuitry involving fronto-limbic networks has been
described in adults, and growing evidence implicates these
networks in the pediatric literature. Hypothalamic-pituitary
adrenal (HPA) axis dysregulation plays a majorrole in etiology and
pathology of MDD. Clearly, an integration of the neurobiological
systems in developmental framework is warranted to achieve an
overarching understanding of this disorder. Research conducted at
the University of Minnesota is currently exploring the possibility
of'abnormal development of white matter in the circuits implicated
in MDD. Specifically, Diffusion Tensor Imaging MRI techniques
are being used in depressed adolescents who are expected to have
abnormalities of white matter development in anterior cingulate
and amygdala regions as seen in adolescents with other major
psychiatric disorders. Additionally, preliminary data assessing
salivary cortisol suggests HPA hyperarousal in adolescent girls
with MDD. Data are currently being collected to determine
correlations between HPA and white matter abnormalities in
MDD compared with healthy adolescents. Finally, current
recommendations for treatment will be reviewed, with an
emphasis on early intervention to prevent serious morbidities.

No. 7E
MEDICATION TREATMENT FOR YOUTH: IS IT THE
SAME AS FOR ADULTS?

S. Charles Schulz, M.D., 2450 Riverside Avenue, F282/24 West,
Minneapolis, MN 55454

SUMMARY:

Medication treatments for serious psychiatric illnesses, such as
schizophrenia, are approved by the FDA after pivotal trials that
focus on adults, and the average participant is nearly age 40. To
date, pivotal trials have excluded participants under age 18. The
previous speakers in this symposium have highlighted the nature
of serious psychiatric illness in young people-from assessment
to neurobiology. This presentation extends the concerns of
practitioners about the science base for efficacy and safety of
medication treatment of young people—especially focusing
on whether all medications have equal efficacy in youth and
whether young people have different sensitivities to medication
side effects. To accomplish this goal, recent placebo-controlled
trials of antipsychotic medications will be examined and
compared. These new trials offer interesting data that contribute
to the understanding of how to approach youth with psychotic
illnesses.
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No. 8A
NEW GENETIC FINDINGS ON THE OVERLAP
BETWEEN ADHD AND BPD

Eric Mick, Sc.D., 55 Fruit Street - Warren 705, Boston, MA 02114

SUMMARY:

ADHD and BPD are frequently comorbid in children, and this
comorbidity phenotype may be an etiologically distinct familial
phenotype. Candidate gene association studies have identified
several loci that exert small but significant effects on these two
disorders. Variation in the DAT gene (SLC6A3), the site of action
of psychostimulants used to treat ADHD, has been associated with
susceptibility to both ADHD and BPD. However, this comorbidity
has not been systematically assessed in previous SLC6A3 and
ADHD association studies, and SLC6A3 has not been examined
in children with BPD. A recent family-based association study
of SLC6A3 was conducted in 170 bipolar I-affected offspring
trios and 315 non-bipolar ADHD-affected offspring trios. A
dense set of single nucleotide polymorphism (SNP) markers
were chosen from the European population of the International
HapMap Project. Results indicated modestly positive association
with BPD and the SNP rs40184, but no association with any of
the tagged SNPs was observed in non-bipolar ADHD trios. This
is the first examination of the association of SLC6A3 and BPD
in children. It suggests that an association exists with BPD in
children (as in adults), and that this comorbidity may also be
an effect modifier of any SLC6A3-ADHD association. These
findings implicate DAT function in the clinical presentation
and psychopharmacology relevant to ADHD, BPD, and their
comorbidity in children. Clinicians should understand the role of
DAT function in ADHD, BPD, and their comorbidity in children
and the implications for diagnosis and treatment.
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No. 8B
NEW FRONTO-CEREBELLAR FINDINGS IN ADHD

Eve, M. Valera, PhD, 1149 Thirteenth Street, Room 265,
Charlestown, MA 02129

SUMMARY:

Neuroimaging studies suggest that the neurobiology of ADHD
involves structural and functional brain abnormalities in numerous
cortical regions. Literature reviews have shown that the most
replicated alterations include significantly smaller volumes in the
cerebellum, dorsolateral prefrontal cortex, caudate, pallidum, and
corpus callosum. A recent meta-analysis found that the greatest
volumetric reductions for ADHD children relative to controls
were in cerebellar and frontal regions, as well as the splenium,
and right caudate. Although there have been only two structural
MRI studies in adults, one recently showed that ADHD subjects
had significantly smaller frontal volumes in regions involved in
attention and executive control. On the whole, these structural
findings clearly indicate that there are frontal and cerebellar
abnormalities in ADHD brain volumes and that at least some of
these abnormalities persist into adulthood. ADHD is also linked
with behavioral and neurocognitive dysfunction. However,
the neural substrate of cognitive functioning in ADHD adults
has been relatively unexamined. In one study using a working
memory task, ADHD adults showed significantly decreased
activity relative to controls in cerebellar and occipital regions
and a trend toward decreased activity in the prefrontal cortex.
Also, preliminary results of performance on an internally guided
tapping task showed ADHD adults to have decreased activation
in the cerebellum relative to controls. These findings suggest
that the cerebellum is involved in the pathophysiology of at least
some cognitive deficits associated with ADHD. It is important for
clinicians to understand how fronto-cerebellar abnormalities may
affect behavioral and neurocognitive dysfunction in ADHD.

No. 8C

PHARMACOIMAGING STUDIES OF STIMULANT
FORMULATIONS IN ADHD USING POSITRON
EMISSION TOMOGRAPHY (PET)

Thomas J . Spencer, M.D., 55 Fruit Street. YAW 6A, Boston, MA
02114

SUMMARY:

DAT is a key regulator of dopamine in the brain. Abnormal DAT
binding may contribute to the pathophysiology of ADHD. Both
the therapeutic effects and the abuse potential of psychostimulants
are associated with occupancy of DAT. One controlled study, for
example, measured DAT binding using a highly selective ligand
(C-11 altropane) and PET in 47 well-characterized, treatment-
naive, nonsmoking, non-comorbid adults with and without
ADHD. Results showed significantly increased DAT binding
in the right caudate in ADHD subjects compared with matched
control non-ADHD subjects. Many clinicians are concerned that
treating ADHD adults with psychostimulants creates a risk for
abuse or dependence. The abuse potential of methylphenidate,
for example, is related to the drug’s capacity to produce a rapid
onset of blockade of DAT. Some long-acting formulations
of methylphenidate produce a more gradual rise in plasma
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methylphenidate concentration, compared with immediate-
release methylphenidate. Does this reduce the risk of “likeability”
and abuse? To find out, another study randomly assigned 12
healthy adults to receive single doses of immediate-release or
osmotic-release methylphenidate to produce equivalent Cmax
values. Plasma drug levels, responses to detection/likeability
questionnaire items, and DAT occupancies using PET and
altropane were obtained at regular intervals. The results showed
that osmotic-release methylphenidate was associated with
longer time to maximum plasma concentration, longer time to
maximum CNS DAT occupancy, and no detection/likeability,
compared with immediate-release methylphenidate. Clinicians
should understand the key role of DAT in the pathophysiology

and pharmacotherapy of ADHD.

No. 8D

A PHARMACOIMAGING STUDY OF OROS-MPH
USING FUNCTIONAL MAGNETIC RESONANCE
IMAGING (FMRI) IN ADULTS WITH ADHD

George Bush, M.D., Building 149, 13th Street, CNY 9117,
Charlestown, MA 02129

SUMMARY:

The neural effects of psychostimulants in treating ADHD
are not fully understood. Studies have reported hypofunction
and structural and biochemical abnormalities of the daMCC, a
brain region that subserves cognition and motor control.A new,
randomized, placebo-controlled, 6-week before-and-after fMRI
study focused on this region to better understand the neural effects
of osmotic-release oral system methylphenidate (OROS-MPH).In
the study, 21 ADHD adults were randomized to receive OROS-
MPH or placebo, undergoing fMRI twice while performing the
Multi-Source Interference Task (MSIT). A validated fMRI task
that reliably and robustly activates the cingulo-frontal-parietal
cognitive/attention network within individual subjects, the MSIT
can be used to identify the cognitive/attention network in normal
volunteers and test its integrity in people with neuropsychiatric
disorders. Performance and baseline fMRI measures in dorsal
anterior midcingulate cortex and other a priori brain regions did
not differ between groups. Group comparisons showed a group
X scan interaction and t-test confirmation of higher activation
within daMCC at six weeks in the OROS-MPH group than the
placebo group. Individual volume-of-interest analyses confirmed
group-averaged findings, and suggested daMCC activity might
be related to clinical response. OROS-MPH also produced higher
activation in dorsolateral prefrontal cortex and parietal cortex
at six weeks. The investigators concluded that OROS-MPH
increased daMCC activation during the MSIT, and may act, in
part, by normalizing daMCC hypofunction in ADHD. Clinicians
should understand the neural effects of stimulants they prescribe
to treat ADHD.

No. 8E
USING MRI TO DISENTANGLE THE COMORBIDITY
BETWEEN ADHD AND BPD IN ADULTS

Joseph Biederman, M.D., 55 Fruit Street, YAW 6A, Boston, MA
02114
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SUMMARY:

Are ADHD and BPD distinct comorbidities in adults? Or
are ADHD symptoms artifacts of BPD? An important new
study evaluated the morphometric MRI underpinnings of the
comorbidity between adult ADHD and BPD. Whole brain images
were collected from subjects 18 to 59 years of age and stratified
into four groups based on diagnostic status. Morphometric MRI
findings of 31 adults with ADHD plus BPD were then compared
with those of 18 adults with BPD only, 26 adults with ADHD only,
and 23 healthy adult controls. When BPD alone was associated
with a significantly smaller orbital prefrontal cortex and larger
right thalamus, this pattern was found in comorbid subjects with
ADHD plus BPD. Likewise, when ADHD alone was associated
with significantly less neocortical gray matter, less overall frontal
lobe and superior prefrontal cortex volumes, a smaller right
anterior cingulate cortex, and less cerebellar gray matter, this
pattern was found in comorbid subjects with ADHD plus BPD. The
syndrome-congruent neuroanatomical findings identified suggest
that ADHD and BPD may contribute selectively to brain volume
alterations and support the hypothesis that individuals with both
disorders are truly comorbid with both conditions. Clinicians
should understand that ADHD symptoms in a bipolar adult are
not an artifact of BPD, but represent a separate neurobiological
disorder with distinct morphological characteristics observable in
MRIs. Further, when ADHD and BPD co-occur, each disorder is
generally severe, making accurate diagnosis and timely, effective
treatment imperative.
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No. 9A
NONPHARMACOLOGIC TREATMENT OF
FIBROMYALGIA

Dina Dadabhoy, M.D., Northwest Rheumatology Specialists,
800 Biesterfield Road, Elk Grove Village, Il 60007, Elk Grove
Village, IL 60007
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SUMMARY:

Nonpharmacologic therapies are an active area of research
in fibromyalgia management. As indispensable adjuncts to
pharmacologic interventions, nonpharmacologic treatments, such
as cognitive-behavioral therapy and exercise, have been shown to
help improve symptoms and, to a greater extent, restore function
in individuals with fibromyalgia syndrome. In fibromyalgia
syndrome, behavioral and neuropsychological factors play an
important role in symptom expression and functional decline.
Increasing symptoms of chronic pain and fatigue leave individuals
with fibromyalgia syndrome isolated and withdrawn with low
self-efficacy, an external locus of control, and catastrophizing
(feeling negatively about their pain). Focusing on identifying and
eliminating maladaptive illness behaviors and increasing coping
strategies through cognitive behavioral therapy has an impact
in the symptoms and function of individuals with fibromyalgia
syndrome. Additionally, recent exercise trials have explored the
efficacy of different levels of intensity and methods of exercise.
Evidence increasingly supports supervised aerobic programs of
low-to-moderate intensity. Compliance continues to be a hurdle
but may be mitigated by pool-based programs, which likely have a
benefit in mood as well as function. To date, there is little evidence
supporting isolated strengthening, stretching, or low-movement
exercises such as Qigong, Yoga, and T’ai Chi. Ultimately, the
goal is an improved clinical state in a heterogeneous group of
individuals; the best therapies will be those tailored to the person.
This presentation will review strategies to incorporate behavioral
and exercise interventions into the treatment of fibromyalgia
patients.

No. 9B
OVERVIEW OF FIBROMYALGIA AND RELATED
CONDITIONS

Daniel J. Clauw, M.D., 24 Frank Llyod Wright Dr., PO Box 385,
Ann Arbor, MI 48106

SUMMARY:

Fibromyalgia is the second most common rheumatological
condition, behind osteoarthritis. Using the strict American
College of Rheumatology (ACR) criteria to diagnose this
condition, approximately 3%—5% of the United States population
and most other countries suffer from this entity. However, it is
acknowledged that many individuals with the clinical diagnosis
of fibromyalgia do not meet these strict ACR criteria. So these
percentages underestimate the true prevalence of this entity.
Moreover, fibromyalgia overlaps significantly with other
“central” pain syndromes such as irritable bowel syndrome,
tension headache, temporomandibular disorder, idiopathic low
back pain, as well as some psychiatric disorders such as major
depression, OCD, and bipolar disorder. There is agreement that
these conditions both share underlying mechanisms, and respond
to the same types of treatments, as fibromyalgia. Thus, a sizable
proportion of the population has a fibromyalgia-like condition,
and a better understanding of fibromyalgia may be helpful in
guiding the treatment of many of these individuals.
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No. 9C
THE ROLE OF ANTIDEPRESSANTS AS ANALGESICS

David A. Fishbain, M.D., University of Miami, VA Medical
Center, 3044 Dominion Tower, 1400 N.W. 10th Avenue, Miami,
FL 33136

SUMMARY:

Fibromyalgia is a prevalent disease that has major consequences
on health care resources and the individual patient. It is a
debilitating disorder characterized by chronic, diffuse muscle
pain, fatigue, sleep disturbance, depression and skin sensitivity
for which pathophysiological mechanisms are difficult to identify
and current drug therapies demonstrate limited effectiveness and
significant tolerability. Since the late 1970s some studies have
indicated that antidepressants may have analgesic properties while
others have been in conflict with this hypothesis. Antidepressants,
which may improve many important outcomes, are effective
in about 40% of individuals. Newer agents of this class, such
as duloxetine and milnacipran, show improvement in key
fibromyalgia outcomes in about 60% of patients. In a review of 21
controlled trials, 16 involving tricyclic agents, where nine of these
16 studies qualified for a meta-analysis, the largest improvement
was associated with measures of sleep quality; the most modest
improvement was found in measures of stiffness and tenderness.
In another meta-analytic study, antidepressants were efficacious
in treating many of the symptoms of fibromyalgia. Patients were
more than four times as likely to report overall improvement and
reported moderate reductions in individual symptoms, particularly
pain. This presentation will review the meta-analytic evidence for
antidepressant analgesics, the evidence that some antidepressant
groups may have greater analgesic efficacy, discuss analgesic
differences among some SNRIs, and establish which components
of the analgesic effect is dependent on the antidepressant effect.

No. 9C
PHARMACOLOGIC TREATMENT OF FIBROMYALGIA

Don L. Goldenberg, M.D., Newton-Wellesley Hospital, 2000
Washington St., Suite 304, Newton, MA 02462

SUMMARY:

The pharmacologic management of fibromyalgia (FMS) is based
on the evidence that pain in FMS is primarily related to central
nervous system (CNS) pain sensitization and inadequate pain
inhibition. These are also the hallmarks of related disorders such
as chronic low back pain, temporomandibular disorders (TMJ),
migraine, and irritable bowel syndrome. Not surprisingly, CNS-
active medications have been studied and are the most effective
drugs in FMS patients. A number of medications, including low-
dose tricyclic antidepressants, serotonin reuptake inhibitors,
and dual serotonin-nonrepinephrine reuptake inhibitors, have
demonstrated efficacy in randomized, clinical trials. Anti-seizure
medications, pregablin and gabepentin, have also been effective.
This presentation will discuss that, for the first time, these various
FDA-approved medications are being studied very actively in
clinical drug trials for the treatment of FMS.
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No. 9D
GENETICS OF FIBROMYALGIA

Lesley Arnold, M.D., University of Cincinnati Medical Arts
Building, 222 Piedmont Avenue, Suite 8200, Cincinnati, OH
45219

SUMMARY:

A recent controlled family study established that fibromyalgia
and reduced pressure pain thresholds strongly aggregate in
families, and fibromyalgia coaggregates with major mood disorder
in families. These findings have important clinical and theoretical
implications, including the possibility that genetic factors are
involved in the etiology of fibromyalgia and in pain sensitivity.
In addition, mood disorders and fibromyalgia may share some
of these inherited factors. Because of the possible involvement
of abnormalities of central serotonergic neurotransmission
in fibromyalgia, many of the genetic studies of fibromyalgia
have focused on the association of fibromyalgia and genetic
polymorphisms in serotonin-related genes, such as the T102C
polymorphism of the serotonin-2A receptor gene (HTR2A) and
the serotonin transporter gene (HTTLPR) regulatory region. In
addition to serotonin-related genes, other studies have explored
the association of fibromyalgia and genetic polymorphisms in
other genes. Dopaminergic neurotransmission may also be altered
in fibromyalgia, and a recent study found an association between
fibromylagia and the dopamine D4 receptor exon III repeat
polymorphism in FM patients. There has been emerging interest
in the possible role of catechol-O-methyltransferase (COMT), an
enzyme that inactivates catecholamines and catechol-containing
drugs, in pain sensitivity. There is a functional polymorphism
at codon 158 in the COMT gene that codes the substitution of
valine (val) by methionine (met); individuals with the val/val
genotype have a three- to fourfold higher activity of the COMT
enzyme and reduced pain sensitivity compared with those with
the met/met genotype. One study found that the met/met and
met/val genotypes together were more frequently represented in
fibromyalgia patients. This presentation will review the recent
genetic studies of fibromyalgia and explore the impact of this
rapidly expanding area of research.
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No. 10A
COMBINING ANTIDEPRESSANTS: IS THERE
EVIDENCE FOR SYNERGY?

Craig Nelson, M.D., University of California San Francisco,
401 Parnassus Avenue, PO Box 0984, San Francisco, CA 94143

SUMMARY:

Depression is a common disorder that is frequently resistant
to initial treatment. In Sequential Treatment Alternatives to
Relieve Depression (STAR*D), only 33% of patients with major
depression remitted after a vigorous course of treatment. After
two treatments, nearly half the patients failed to remit. Findings
like this have led to a search for more effective treatments. One
of these strategies is to combine two marketed antidepressants
or combination therapy. The rationale is that some agents have
different mechanisms of action that may have synergistic effects.
Essentially, this means combining agents from different classes.
The improved tolerability of second-generation antidepressants
has facilitated this approach. The combination of tricyclic
antidepressants and monoamine oxidase inhibitors was the
first such strategy described but is complicated by serious
safety issues. Because combination treatment involves drugs
of different classes, the number of combinations is limited.
The most popular is the combination of a selective serotonin
reuptake inhibitor (SSRI) with the catecholamine reuptake
inhibitor bupropion, but the evidence for this combination is
lacking placebo-controlled data. The combinations of an SSRI
with a norepinephrine reuptake inhibitor or an SSRI with the a-
2 antagonist/5-HT2 antagonist mirtazapine are both supported
by double-blind, controlled trials but both of these controlled
trials were quite small. Combining different SSRIs with similar
mechanisms is not considered rational polypharmacy. Because
venlafaxine and duloxetine both have relatively greater serotonin
than norepinephrine reuptake potency, combining one of these
agents with an SSRI is not recommended.. This presentation
will review the efficacy, tolerability, and safety issues associated
with the common combinations, and issues associated with the
administration will be discussed.

No. 10B
THE ROLE OF GLUTAMATE IN MDD
NONRESPONSIVE TO STANDARD THERAPIES

Sanacora Gerard, M.D., Yale Medical Group, Connecticut
Mental Health Center, Clinical Neuroscience Research Unit, 34
Park Street New Haven, CT 06511

SUMMARY:

Increased awareness of the limitations of existing antidepressant
treatments that almost exclusively target the monoaminergic
systems provides a strong impetus for the development of
novel antidepressant treatments with unique targets of action.
Emerging evidence suggests that amino acid neurotransmitter
systems (GABA and glutamate) contribute to the pathogenesis,
pathophysiology, and treatment of mood disorders. GABAergic
involvement in the pathophysiology and treatment of mood
disorders is supported by several lines of evidence including:
(1) animal studies showing stress-related changes in GABAergic
function, (2) the ability of GABA agonists and antagonists
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to modulate behavioral models of depression in rodents, (3)
GABAergic effects of existing antidepressant medications,
(4) evidence of clinical antidepressant efficacy associated with
GABAergic drugs, and most convincingly (5) demonstration of
GABAergic abnormalities and genetic associations in depressed
patients. Supporting evidence for the role of glutamate in the
pathophysiology of mood disorders comes from:( 1) demonstration
of glutamatergic abnormalities in patients with Major Depressive
Disorder (MDD), (2) glutamatergic effects of antidepressant
and mood stabilizing medications, (3) animal studies showing
stress-related changes in glutamatergic function and its possible
relationship to the pathophysiology and pathogenesis of MDD,
and most recently (4) the effectiveness of glutamate-modulating
agents in the treatment of depression. This presentation will
briefly highlight some of the clinical and preclinical findings
suggesting that amino acid neurotransmitter systems contribute
to the pathophysiology of mood disorders. It will then focus on
reviewing the results of recent studies examining the clinical
efficacy of glutamate-modulating agents such as ketamine and
riluzole in TRD.

No. 10C
AUGMENTATION STRATEGIES IN TREATMENT-
RESISTANT DEPRESSION

Maurizio Fava, M.D., 15 Parkman Street, WACC-812, Boston, MA
02114

SUMMARY:

The efficacy of antidepressant monotherapy is somewhat
limited, particularly in real-world settings. The Sequential
Treatment Alternatives to Relieve Depression (STAR*D) trial
has shown that treatment with the selective serotonin reuptake
inhibitor citalopram in primary and specialty care leads to
remission only in one in three patients. When patients with major
depressive disorder do not respond adequately to antidepressant
treatment, clinicians often add another augmenting compound
to the antidepressant regimen, particularly in the event of partial
improvement or response. Augmentation strategies appear to be
relatively safe and effective approaches to treatment-resistant
depression. STAR*D has evaluated the three best-studied
augmentation strategies in the literature, namely buspirone,
lithium, and T3. STAR* D did not evaluate some of the other
augmentation strategies that are frequently used in practice,
such as atypical antipsychotic agents, methylfolate, s-adenosyl-
methionine, psychostimulants, and modafinil. In particular,
atypical antipsychotics have been studied even more extensively
as augmentation strategies in resistant depression in the past
decade there are several double-blind studies (e.g. aripiprazole;
risperidone; olanzapine) to help clinicians make informed
choices. This presentation will review the existing literature on
augmentation strategies and will examine the pertinent results of
STAR*D.

No. 10D
THE ROLE OF PHARMACOGENETICS IN
TREATMENT-RESISTANT DEPRESSION

Roy H. Perlis, M.D., 15 Parkman Street WACC 812, Boston, MA
02114
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SUMMARY:

Individuals with major depressive disorder (MDD) show
wide variation in their response to antidepressant treatment. In
addition to the many environmental factors that can contribute to
these differences, genetic variation also influences antidepressant
treatment response. This variation may contribute to treatment
resistance by influencing drug metabolism (pharmacokinetics)
as well as pathways by which drugs exert their therapeutic
effect (pharmacodynamics). To date, there is little evidence
that polymorphisms in cytochrome p450 genes play a large
role in treatment resistance. However, multiple genes have
now been implicated in antidepressant efficacy as well as
tolerability and may thereby contribute to treatment resistance
in MDD. This presentation will describe such findings and
discuss how identifying these genes could help to elucidate the
pathophysiology of treatment-resistant eepression (TRD) itself,
and aid in stratifying patients’ risk for TRD.

No. 10D
NEUROSTIMULATION APPROACHES TO
TREATMENT-RESISTANT DEPRESSION

Sarah Lisanby, M.D., NYS Psychiatric Institute, Room 5214

Unit/Box:21 1051 Riverside Drive, New York, NY 10032, New
York, NY 10032

SUMMARY:

Managing patients with treatment-resistant depression remains
a challenge for the clinician. Drugs and psychotherapy are
inadequate for relieving depressive symptoms in a substantial
proportion of depressed patients. Approximately 50% of
depressed patients do not respond to a trial of a particular
antidepressant, and as many as 20% of patients do not respond
to any antidepressant medication. As a result, many patients
with major depression are not treated adequately, and some
will suffer from chronic, debilitating symptoms. Given that a
considerable portion of patients with depression do not respond
to or remit during pharmacotherapy, there is increasing interest
in nonpharmacologic strategies to treat depressive disorder. For
patients with treatment-resistant depression, other therapeutic
options must be considered. Neurostimulation is an evolving
treatment that holds promise for patients with refractory
depression. Neurostimulation is a physical intervention that uses
application of either electric current or magnetic field to directly
stimulate the brain or central nervous system. The various
techniques include electroconvulsive therapy (ECT), repetitive
transcranial magnetic stimulation (rTMS), magnetic seizure
therapy (MST), vagus nerve stimulation (VNS), and deep brain
stimulation (DBS). Although ECT has been in use for several
decades, the technique is still being refined and improved. The
other neurostimulation treatments are newer and their efficacy
will be reviewed.

REFERENCES

1. Kirchheiner J, Bertilsson L, Bruus H, Wolff A, Roots I,
Bauer M: Individualized medicine—implementation of phar-
macogenetic diagnostics in antidepressant drug treatment of
major depressive disorders. Pharmacopsychiatry 2003; 36
(suppl 3):S235-S243.



INDUSTRY-SUPPORTED SYMPOSIA

2. Trivedi MH, Fava M, Wisniewski SR, Thase ME, Quitkin F,
Warden D, Ritz L, Nierenberg AA, Lebowitz BD, Biggs
MM, Luther JF, Shores-Wilson K, Rush AJ, for the STAR*D
Study Team: Medication augmentation after the failure of
SSRIs for depression. N Engl J Med 2006; 354:1243-1252.

3. Keks NA, Burrows GD, Copolov DL, Newton R, Paoletti
N, Schweitzer I, Tiller J: Beyond the evidence: is there a
place for antidepressant combinations in the pharmacothe-
rapy of depression? Med J Aust 2007; 186:142—144.

4. Lisanby SH: Brain stimulation in psychiatric treatment.
Review of Psychiatry, Volume 23. Series edited by Oldham
JM, Riba MB, Arlington, Va, American Psychiatric Publi-
shing, Inc. 2004.

ISS11-GENETICS IN PSYCHIATRY: OPPORTUN-
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TRANSGENIC MANIPULATIONS OF PUTATIVE SCHI-
ZOPHRENIA SUSCEPTIBILITY GENES: A STRATEGY
FOR CLARIFYING LINKAGE/ASSOCIATION SIGNALS
AND MOLECULAR PATHWAYS

Tyrone D. Cannon, Departments of Psychiatry and Biobehavioral
Sciences and Psychology, UCLA, Los Angeles, CA 90095

SUMMARY:

Progress in identifying genes that contribute to susceptibility to
schizophrenia and other psychiatric disorders has been hindered
by a number of factors, including non-Mendelian transmission
patterns, probable genetic heterogeneity, and an inability to
detect premorbid and non-penetrant carriers of predisposing
genes. In addition, recent evidence suggests that some
susceptibility loci may be shared among conditions traditionally
viewed as etiologically distinct. Our approach is based on the
notion that schizophrenia and other complex diseases can
best be conceptualized as sets of quantitative traits that reflect
intermediate states between predisposing genes and symptomatic
expression (endophenotypes). We are pursuing a “translational
phenomics” strategy to specify the neuroendophenotypic effects
of sequence variations in genes associated with schizophrenia and
bipolar disorder across the cognitive, anatomical, physiologic,
cellular, and molecular levels of analysis and to determine the
correspondences between these genotype-phenotype relationships
across humans with and at risk for schizophrenia and bipolar
illness and mice with experimentally induced alterations of these
genes. We demonstrate the merits of this approach in relation to a
series of experiments evaluating a transgenic mouse model of the
Disrupted in Schizophrenia 1 gene (DISC1) for association with
behavioral and neural phenotypes previously seen to be associated
with schizophrenia-related haplotypes of DISC1 in humans.
Multiple such correspondences have been observed in terms of
neurocognition, neuronal morphology, and neuronal physiology.
We also discuss how the use of multiple manipulations of the
same gene and an inducible transgene platform may facilitate
isolating critical regions of genes that will aid in the identification
of functional polymorphisms in humans and in the determination
of the temporal-developmental and regional-neuroanatomical
specificity of these targeted mutations. While most of the
examples to be presented pertain to DISCI1, work in progress
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is extending this approach to other putative susceptibility loci,
including dysbindin.

No. I1B
NEW APPROACHES TO THE GENETICS OF
PSYCHIATRIC DISORDERS

Danielle M. Dick, Ph.D., Virginia Institute for Psychiatric
and Behavioral Genetics, Virginia Commonwealth University,
Department of Psychiatry, PO Box 980126, Richmond, VA
23298-0126

SUMMARY:

The rapid developments in genomic sequence availability and
genotyping capability have provided the impetus for the first
comprehensive efforts to link DNA sequence variation with
clinical phenomena. To fully appreciate these efforts, it is helpful
to understand the terminology, basic methodologies, and the
strengths and weaknesses of these novel methods in dissecting
complex clinical problems such as psychiatric disease, brain
structure and functional impairments, and response to psychotropic
drug treatment. In this presentation, we will: (1) review essential
terms including single nucleotide polymorphism (SNP), genetic
linkage, and case control and family-based association designs,
and then move to a discussion of their practical utilization
towards understanding the genetics of complex psychiatric
disorders, such as schizophrenia; (2) assess the rapidly evolving
databases that provide almost daily updates on new human DNA
sequence variation, its frequency across populations, and its
implication for the development of schizophrenia; and (3) discuss
linkage and association analyses that attempt to link genetic
variation to clinical manifestations of schizophrenia, including
diagnostic issues, symptom domains, and related manifestations
of illness including neurocognitive function. At the conclusion
of this presentation, we will evaluate emerging developments
in the field, including the use of comprehensive association
analyses of hundreds of thousands of genetic markers (SNPs),
and the prospects for these emerging technologies to identify
genes relevant to schizophrenia. Taken together, this presentation
should provide an overview of the strategies used to identify
genes involved in psychiatric disorders, in order to allow audience
participants to critically evaluate this rapidly developing field.

No. 11C
THE PHARMACOGENETICS OF ANTIPSYCHOTIC
DRUG RESPONSE

Anil K. Malhotra, M.D., The Zucker Hillside Hospital,
Psychiatry Research, 75-59 263rd Street, Glen Oaks, NY 11004

SUMMARY:

Gene mapping and candidate gene association studies are now
beginning to identify the first convincing susceptibility genes for
schizophrenia including dysbindin (DNTBP1, 6p22), neuregulin
1 (NRG1, 8p12), G72 (13q33), regulator of G-protein signaling 4
(RGS4, 1g23); and catechol-O-methyltransferase (COMT 22q11-
13). Despite the success of these initial gene-finding efforts, the
implications of these results are less clear. The mechanisms by
which these genes predispose to illness development are not
known, the specific phenotypes associated with risk genotypes
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remain to be determined, and the relationships of disease genes
to treatment response (pharmacogenetics) are ongoing lines of
investigation. Recent research indicates that pharmacogenetic
studies of antipsychotic drug response may be informative and
there are now commercially available products to test specific
genetic markers putatively associated with drug response. Several
groups have identified a relationship between genetic variation in
the dopamine D2 receptor gene (DRD2) and clinical response
to second-generation antipsychotic drug treatment. Moreover,
new phenotypes are being considered including neurocognitive
indices, and structural and functional brain imaging measures.
These endophenotypic measures may provide greater power to
detect the relatively subtle effects of gene variants on the complex
phenotype of drug response. Finally, the utilization of drug-
induced adverse events such as tardive dyskinesia, clozapine-
induced agranulocytosis, and antipsychotic-induced weight
gain has shown particular promise In this presentation, we will
review the first generation of genetic studies of antipsychotic
drug response, examine new pharmacogenetic data from our
group and others suggesting replicability of results, and then
discuss strategies for utilizing novel genomic approaches such
as whole genome association (WGA) in the next generation of
antipsychotic pharmacogenetic studies.

No. 11D
CLINICAL PHENOMENOLOGY AND RESPONSE
MEASURE IN GENETIC STUDIES

John M. Kane, M.D., The Zucker Hillside Hospital, 75-59
263rd Street, Glen Oaks, NY 11004-1150

SUMMARY:

Individuals with schizophrenia present with a wide range of
symptoms. Course of illness and response to treatment vary
considerably. At present we are not able to use neuropathological,
neurophysiological, or neurochemical findings to establish
phenotypic classification. Therefore, we rely on an array of
clinical signs and symptoms to establish cases of the illness. The
rigor with which patients are assessed and the thoroughness of
differential diagnoses varies widely from clinical to research
contexts. As we begin to expand our efforts in pharmacogenetics
we will more and more attempt to categorize patients in terms of
response, time course of response and maintenance of response
to a variety of specific treatments. There are no universal criteria
by which to categorize patients in terms of clinical response.
In addition, there are a variety of pharmacotherapeutic issues
such as adherence, dose, bioavailability, metabolism, etc.which
can influence treatment response. This presentation will review
some of the current strategies to address these issues and suggest
needed research for facilitating new methodologic approaches.
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No. 12A
ATYPICAL ANTIPSYCHOTICS IN AUTISM SPECTRUM
AND DISRUPTIVE BEHAVIOR DISORDERS

Christopher McDougle, M.D., Department of Psychiatry
Indiana University School of Medicine, Psychiatry Building
— Room A305, 1111 West 10th Street, Indianapolis, IN 46202-
4800

SUMMARY:

Autism spectrum  disorders (ASD) are neuropsychiatric
syndromes that occur in 3.4 of every 1,000 children. Autism is
generally characterized by an impairment of social interactions,
communication skills, and repetitive patterns of behavior. These
core symptoms of ASD are often associated with behavioral
symptoms including irritability, aggression, self-injury, and
temper tantrums. Optimal clinical management of ASD involves
behavioral and pharmacologic strategies; however, there is no
clearly effective single treatment option for all ASD symptoms.
Pharmacologic agents, such as antipsychotics, are commonly
prescribed for the treatment of behavioral symptoms of ASD.
Currently, the atypical antipsychotic risperidone is the only FDA-
approved agent for the treatment of irritability, aggression, self-
injury, and tantrums in autistic children and adolescents. Studies
using other atypicals (olanzapine, quetiapine, ziprasidone, or
aripiprazole) to treat ASD symptoms show that these medications
have some efficacy in reducing certain behavioral symptoms, but
like risperidone, they are associated with potentially significant

adverse effects. Although these agents show promise for the
treatment of many ASD symptoms, there is limited availability
of controlled data to guide clinical practice. In addition, despite a
lacking evidence base, antipsychotics are being used increasingly
for the cluster of aggression, irritability, and behavioral dyscontrol
associated with other disorders, such as complicated attention-
deficit/hyperactivity disorder, oppositional defiant disorder,
and conduct disorder. This presentation will review the current
efficacy and safety evidence for the use of atypical antipsychotics
in the ASD population. In addition, the use of these agents for
symptoms of aggression and behavioral dyscontrol associated
with disruptive behavior disorders will be briefly considered.

No. 12B

CHALLENGES IN PHARMACOLOGIC MANAGEMENT
OF MAJOR PSYCHIATRIC DISORDERS IN CHILDREN
AND ADOLESCENTS: OPTIMIZING TREATMENT
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WITH MINIMAL ADVERSE EFFECTS

Christoph U. Correll , M.D., The Zucker Hillside Hospital,
Psychiatry Research, 75-59 263rd Street, Glen Oaks, NY 11004

SUMMARY:

Approximately 6-9 million pediatric patients in the United
States have a severe psychiatric disorder. The most common
pharmacologic agents prescribed for the treatment of major
psychiatric disorders, including schizophrenia, bipolar, and
severe behavior disorders, in children and adolescents, are the
atypical antipsychotics. In adult populations, treatment with
atypical antipsychotics has an established efficacy and safety
profile. Numerous studies show that select atypical agents have a
lower propensity for causing adverse events in adult populations
when compared with conventional antipsychotics. However,
there are limited data on the efficacy, safety, and tolerability of
these pharmacological agents in the treatment and management of
major psychiatric disorders in children and adolescents. Reviews
of several clinical trials provide evidence suggesting that children
and adolescents may be at higher risk for adverse effects such as
sedation along with adverse metabolic/endocrine effects such as
weight gain and prolactin-related dysfunction. Due to a limited
number of controlled trials that specifically address this issue, the
evaluation of the long-term neurochemical effects of these agents
on the developing brain is unknown optimization of dosing in
order to minimize adverse effects is difficult and information
required to make the appropriate decisions regarding short- and
long-term treatment goals in children and adolescents is lacking.
These challenges highlight the significant need for critical
appraisal of emerging data supporting the overall effectiveness
of antipsychotic medications in order to identify strategies to
optimize the efficacy and safety of treating these disorders in
children and adolescents.

No. 12C

EARLY RECOGNITION, DIAGNOSIS, AND
TREATMENT OF CHILDHOOD-ONSET BIPOLAR
DISORDER

Jean Frazier, M.D., Cambridge Health Alliance, Center for
Child and Adolescent Development, 1493 Cambridge Street,
Cambridge, MA 02139

SUMMARY:

Early warning signs of a major psychiatric illness such as bipolar
disorder (BD) include behavioral, emotional, and cognitive
disturbances. Recognition of first-episode psychosis in children
and adolescents is often delayed, as many of these symptoms
resemble other psychiatric disorders. Of the 3.4 million U.S.
children and adolescents suffering from depression, it has been
suggested that up to third are in fact encountering the early onset
of BD. However, due to ongoing development and frequently
occuring psychiatric conditions with overlapping symptoms, it
can be quite difficult to make an accurate diagnosis of BD in
youth. Data from two large studies on childhood- and adolescent-
onset BD show substantial rates of illness, significant delays in
treatment initiation, and poor long-term outcomes. Additional
data support this by reporting an average 16-year delay of first
treatment of childhood-onset BD and note that patients with
this disorder have increased comorbidities, psychotic episodes,
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and severity of mania and depression. Early recognition
results in early initiation of treatment (pharmacotherapy and
psychotherapy), which can lead to improved patient outcomes.
Currently, there is promising evidence supporting use of atypical
antipsychotics in the treatment of childhood-onset BD. Studies
using clozapine, risperidone, olanzapine, and quetiapine have
demonstrated significant clinical response in pediatric patients,
but treatment is not without considerable adverse effects such
as weight gain and somnolence. Newer atypical antipsychotics
such as ziprasidone and aripiprazole have demonstrated efficacy
and tolerability in adult BD patients, and studies are currently
under-way to determine their efficacy and safety in children and
adolescents. This presentation will review criteria for making
an accurate diagnosis and discuss the applicability of atypical
antipsychotics in treating childhood-onset BD with or without
the concurrent use of conventional mood stabilizers.

No. 12D
ATYPICAL ANTIPSYCHOTICS IN THE TREATMENT
OF YOUTHS WITH EARLY-ONSET SCHIZOPHRENIA

Robert L. Findling, M.D., Department of Psychiatry, University
Hospitals Case Medical Center, 11100 Euclid Avenue, Cleveland,
OH 44106

SUMMARY:

Schizophrenia affects approximately 1.1% of the adult U.S.
population. Childhood and adolescent schizophrenia is less
frequent, affecting only about 1 in 40,000 children under the age
of 13. However, the rate of onset increases during early teen years
and peaks between 15 and 30 years, with an earlier onset in males.
Although early-onset (<18 years old) schizophrenia occurs less
often than adult-onset schizophrenia, it can be more disabling and
is associated with a worse prognosis. Evaluation by a clinician
familiar with this patient population is recommended for early,
accurate diagnosis and a safe and effective treatment plan.
Differentiating between schizophrenia and other disorders such
as affective, substance abuse, anxiety, pervasive developmental,
and severe personality disorders is confounded by overlapping
symptoms including motor restlessness, interpersonal difficulties,
affective disturbances, cognitive dysfunction, and symptoms
of psychosis. Successful long-term treatment of young patients
requires continuous evaluation of symptoms and management
of adverse effects such as sedation, metabolic effects including
weight gain and hyperglycemia, and endocrine disturbances
such as hyperprolactinemia. Atypical antipsychotics have been
used with increasing frequency in children and adolescents
and clinical evidence suggests that they may be effective
treatments for schizophrenia in this age group. Emerging data
from controlled studies using clozapine, risperidone, olanzapine,
quetiapine, and aripiprazole demonstrate that these agents are
promising and may reduce psychotic symptoms in patients with
early-onset schizophrenia. Adverse effects observed with some
of these pharmacotherapies need to be managed carefully over
the long term with weight gain likely being the most troublesome
for children and adolescents. A review of the available data on
atypical antipsychotic use in early-onset schizophrenia and
discussion of the risk-benefit profiles will be presented.
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No. 13A
DEPRESSION, PHYSICAL SYMPTOMS AND PAIN: A
ROADMAP FOR PSYCHIATRISTS

John F Greden, M.D., Molecular and Behavioral Neuroscience
Institute, University of Michigan Medical Center, Rachel
Upjohn Building, 4250 Plymouth Road, Ann Arbor, MI 48109-
5763

SUMMARY:

Physical complaints are the norm for patients with depression.
The high prevalence of co-occurrences—recently re-confirmed by
STAR*D data—creates a huge dilemma for psychiatrists. What
do psychiatrists need to know to effectively diagnose and treat?
Starting points include early recognition that physical symptoms
and pain obscure diagnosis and that the more physical symptoms
thatare present, the greater the likelihood of depression. Traditional
rating scales may be of little aid. Patients with comorbidities
achieve remission less frequently. Most patients with lingering
symptoms report physical symptoms. Perhaps most importantly,
for those with medical and psychiatric comorbidities only 1 in 7
achieves remission with traditional “first-line” monotherapy. For
these reasons, the psychiatrist should modify expectations and
treatment strategies before starting treatment. More specialized
self-screening is warranted. For those with already-documented
chronicity and treatment resistance, earlier use of combination
treatments or augmenting strategies is warranted. Treatment
persistence is mandatory, and optimism justified, since STAR*D
data also illustrate that two-thirds of patients can achieve
remission with persistence. Selective serotonergic reuptake
inhibitors are probably not the optimal “first-line” treatment. The
goal of this presentation is to encourage strategies to enhance
remission earlier rather than adhering to the approach of pursuing
a sequence of clinical changes over many months. Arguably, the
time has come for psychiatrists to alter “first-line” treatment
selections for patients with co-occurring physical symptoms,
pain, and depression.
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No. 13B
DEPRESSION: BEATING THE ODDS FOR REMISSION

John Greist, M.D., Healthcare Technology Systems, 7617
Mineral Point Road, Suite 300, Madison, WI 53717

SUMMARY:

Depression is a vitiating illness, afflicting human kind without
respect for race, gender, or age. Once begun, depressions often
abate, more or less, with the passage of time, only to recur.
Beyond distressing symptoms and signs, depression disrupts
functioning in important life roles. The highest goal of medicine
is always restoration of function even at the cost of side effects
as when the surgeon makes a rent in the patient to address the
underlying pathology. Depression presents in myriad ways,
though usually with recognizable effects on mood, social and
occupational functioning, and both physical and emotional
symptoms that guide diagnosis and initiation of treatment. We
now have many treatments, though none is a panacea. Evidence of
efficacy in cohorts of patients from randomized, controlled trials
is the best starting point in treatment selection but no guarantee
of benefit for individual patients. While symptomatic response is
welcome, remission, no mean feat, is required for full restoration
of function. What wins through is resolute pursuit and relief of
all symptoms and signs. This presentation will review strategies
and specific methods of treating symptoms to achieve remission.
Anxiety, insomnia, cognitive and psychomotor slippage are
proper focuses of treatment without which, enduring restoration
of mood and functioning are seldom achieved.

No. 13B
DEPRESSION WITH CO-OCCURING PSYCHIATRIC
DISORDERS: RECOGNITION AND MANAGEMENT

James W. Jefferson, M.D., Healthcare Technology Systems, Inc.,
7617 Mineral Point Road, Suite 300, Madison, WI 53717

SUMMARY:

In the “real world,” clinicians treating major depression
disorder (MDD) are usually confronted by the specter of
psychiatric comorbidity. They must use antidepressants whose
efficacies were established in randomized clinical trials that
understandably excluded comorbid contamination. Surveys such
as the Epidemiologic Catchment Area (ECA) Study, National
Comorbidity Survey (NCS) and its Replication (NCS-R), and
the National Epidemiologic Survey on Alcoholism and Related
Conditions (NESARC) have confirmed that MDD, more often
than not, coexists with other psychiatric disorders. For example,
the NCS-R found at least one DSM-IV comorbidity in 72% of
those with a lifetime diagnosis of MDD (e.g., anxiety disorders
59%, impulse control disorders 30%, substance use disorders
24%). In the STAR*D study, most psychiatric comorbidities
were not excluded to better approximate a “real world” setting.
Sixty-five percent of patients had at least one such comorbidity
and 12.9% had at least four. When faced with depressed patients,
clinicians must cast a broad diagnostic net, because failing to
incorporate comorbidities into a treatment program will greatly
compromise outcome. This presentation will focus on developing
effective diagnostic and comprehensive therapeutic strategies for
managing depressed patients who carry the additional burden of
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psychiatric comorbidity. Attention will be given to exploring
shared neurobiological commonalities and their treatment
implications.

No. 13C

AT THE CLINICAL CROSSROADS: APPROACHES
TO NEGATIVE SYMPTOMS AND COGNITIVE
IMPAIRMENT

Maria Muzik, M.D., Women's Perinatal Clinic, Depression
Center and Trauma, Stress and Anxiety Research Group
(TSARG) University of Michigan, Department of Psychiatry,
4250 Plymouth Rd, Ann Arbor, MI 48109-5765

SUMMARY:

Mood disorders are common in the peripartum, with
approximately 10%-15% of women experiencing depression in
pregnancy or during the first year postpartum. While in most
cases the clinical picture of perinatal depression does not differ
from a depressive episode unrelated to childbearing, some authors
suggest a unique symptom profile altered by comorbidities,
with predominantly anxious features, longer response delay
to pharmacotherapy, and need for multipharmacy to achieve
response to treatment. Clinical presentation and treatment of
depression during the peripartum period also can be complicated
by medical comorbidity, and several medical conditions have
been related to onset or exacerbation of depression or anxiety
in pregnancy or postpartum. Clinicians need to be alert to these
comorbidities. Common examples include thyroid illness,
gestational diabetes, hyperemesis gravidarum, preeclampsia,
and other obstetrical pregnancy outcomes. For example,
hypothyroidism in pregnancy has been associated with antenatal
and postpartum depression; subclinical hypothyroidism may
present with fatigue, constipation, impaired concentration and
mood, which are all symptoms mimicking a depressive episode.
Other examples for medical comorbidity include gestational
diabetes triggering transient antenatal anxiety, and untreated
antenatal depression linked to hyperemesis, and preeclampsia.
Depressed mothers describe labor as more painful and commonly
need more epidural analgesia. Overall, peripartum depression and
medical comorbidity are strongly intertwined and bear significant
relevance for clinical practice. This presentation will focus on
effective diagnostic and therapeutic strategies for managing
depressed women who carry additional burden of medical illness
during the peripartum period.
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No. 14A
BIPOLAR DISORDER IN REPRODUCTIVE AGE
WOMEN

Adele Viguera, M.D., Massachusetts General Hospital, Simches
Research Building , Floor 2, 185 Cambridge Street, Boston, MA
02114

SUMMARY:

Clinicians face many challenges when treating bipolar disorder
in women of childbearing age, particularly those who become
pregnant or who are planning to conceive. Pregnancy appears to
have neither a “protective” nor “risk-enhancing” effect for women,
as recurrence risks in pregnant and nonpregnant women are noted
to be similar. Management of bipolar disorder during pregnancy
is particularly difficult, as the mainstay of pharmacologic therapy
consists of multiple compounds that are known teratogens and
others where reproductive safety data are particularly sparse.
Sustaining euthymia during pregnancy for bipolar women is
particularly critical since relapse of illness during gestation
dramatically increases risk for puerperal illness to which these
patients are already vulnerable. This presentation will outline
available data regarding the course of bipolar disorder during
pregnancy as well as new reproductive safety data regarding
many agents used to treat the illness, including anticonvulsants
and atypical antipsychotics. A more complete understanding of
the course of bipolar disorder during pregnancy and reproductive
safety of medicines used to treat the illness allows for the most
thoughtful collaborative treatment planning between patients and
clinicians who prescribe for them.
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No. 14B
DEPRESSION DURING THE TRANSITION TO
MENOPAUSE: OLD AND NEW TREATMENT OPTIONS

Claudio N. Soares, M.D., 208 Queens Quay W, #2711, Toronto,
M5J 2Y5 Canada

SUMMARY:

Recentstudies suggest that menopausal transition may be a period
of risk for the occurrence of depression (new onset or recurrent).
Some have postulated that this increased risk is associated with
menopause-related hormonal changes and their impact on central
nervous system modulation; after all, depressive symptoms are
quite often accompanied by other complaints associated with
hormonal dysregulation such as vasomotor symptoms and sleep
disturbances. Identifying and treating depression in menopausal
women can be challenging, and clinicians must consider the
potential impact of pharmacologic treatment agents on other
menopause-related symptoms, as well as safety and tolerability
profiles of hormonal and nonhormonal strategies. Menopausal
hormone therapies (MHT) are effective in managing most
menopause-related symptoms, and there is growing evidence
that they may be effective in treating depression associated with
menopause transition. Despite the fact that estrogens remain a
treatment option for menopause-related symptoms, the use/
acceptability of MHT has declined considerably in the post-WHI
era. Thus, it is important for clinicians to understand the risks and
benefits of using nonhormonal therapies for the management of
menopausal symptoms, such as antidepressants. This presentation
will review the characteristics of these agents, including efficacy/
tolerability profile, and impact on other areas such as sleep
problems, sexual dysfunction, and comorbid illnesses. Ultimately,
treatment strategies should be individualized based on patient-
related factors to improve long-term management in this patient
population.

No. 14C

MANAGING DEPRESSION DURING THE MENOPAUSE
TRANSITION: IS TREATMENT OF HOT FLASHES AND
SLEEP DISTURBANCE IMPORTANT?

Hadine Joffe, M.D., Massachusetts General Hospital, Simches
Research Building, 185 Cambridge St, Suite 2000, Boston, MA
02114

SUMMARY:

Menopausal symptoms peak during the late perimenopause and
early postmenopausal years. Vasomotor symptoms (hot flashes
and night sweats) are the primary menopausal symptom. Other
symptoms strongly linked to the menopause transition include
sleep disturbance and depression. The severity of menopausal
symptoms varies markedly between women experiencing a natural
or surgical menopause, although women with surgically-induced
menopause typically experience more severe and disabling
symptoms that significantly interfere with their functioning
and quality of life. In some women, vasomotor symptoms can
interfere with daily activities and disrupt their sleep. Vasomotor
symptoms are also linked to depression in the menopausal
transition in some, but not all, studies. Sleep disturbance has
been posited as a mediator in the relationship between vasomotor
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symptoms and depression. However, the relationship between
sleep disturbance and depression is complex. Sleep problems
can be both a symptom of and a predictor of mood disturbance.
The directionality of this relationship has not been worked out
in the context of women experiencing depression and vasomotor
symptoms during the menopause transition. Decisions about
treatment of menopausal symptoms should target those symptoms
that are most bothersome to each woman and balance the potential
benefits of treatment against potential risks. Estrogen therapies
are effective treatments of vasomotor symptoms and associated
symptoms in women who do not have a contraindication to
estrogen. Antidepressants are effective treatments of depression
during the menopausal transition and some have beneficial
effects on vasomotor symptoms; however, potential side effects
may precipitate or exacerbate symptoms of sexual dysfunction
and sleep disturbance. Optimal management of menopausal
symptoms should include effective treatments that target each
woman’s primary symptoms in order to improve overall quality
of life.

No. 14D
COURSE AND TREATMENT OF MAJOR DEPRESSION
DURING PREGNANCY: WEIGHING THE RISKS

Lee S. Cohen, M.D., 15 Parkman Street, Boston, MA 02114

SUMMARY:

Historically, pregnancy was described as a “protective” state
against psychiatric disorders, including major depression.
However, there is substantial evidence that pregnancy may be a
period of risk for those women who discontinue antidepressant
therapy across pregnancy. Depression is estimated to affect
10%—-15% of women during pregnancy, and if untreated, has
been associated with adverse outcomes including obstetrical
and neonatal complications. Risk of depressive relapse during
pregnancy must be weighed against potential risks associated
with antidepressant treatment during gestation. The last few years
have brought a growing number of published reports regarding
the safety of antidepressant use during pregnancy, including
concerns regarding teratogenicity of these agents, acute neonatal
effects, and potential long-term consequences of fetal exposure to
these medicines. The relative risks of fetal exposure to medicines
used to treat psychiatric illness during pregnancy need to be
weighed against the morbidity of untreated maternal illness as
physicians and patients collaborate to make treatment decisions
about psychotropic drug use during pregnancy.

No. 14E
PMDD: HORMONAL AND NONHORMONAL
TREATMENT STRATEGIES

Teri Pearlstein, M.D., Women and Infants Hospital, 101 Dudley
Street, Providence, RI 02905-2499

SUMMARY:

The majority of women of childbearing age in the U.S. experience
some uncomfortable symptoms related to the premenstrual phase
of'their cycle, and it is estimated that 5%—8% of these women have
symptoms of sufficient severity to be classified as premenstrual
dysphoric disorder (PMDD). PMDD is associated with symptoms
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such as irritability, anxiety, lethargy, mood swings, sadness, and
increased personal conflicts that cause significant functional
impairment and impact quality of life. Development of PMDD
may be related to multiple interactions, including susceptibility
to hormonal changes such as serotonergic dysregulation
triggered by cyclic hormonal changes. Pharmacologic treatment
modalities include hormonal therapies to suppress ovulation
and the selective serotonin reuptake inhibitors (SSRIs) that can
be dosed continuously, intermittently during the premenstrual
phase, or semi-intermittently with dosage changes throughout the
cycle. The SSRIs are effective for managing PMDD symptoms,
with benefits and limitations to the various dosing strategies
of these agents, including tolerability and risk of side effects
as well as treatment adherence. Hormonal therapies such as
gonadotropin-releasing hormone agonists have limited utility due
to significant long-term risks; however, recent evidence suggests
that novel formulations of oral contraceptives containing ethinyl
estradiol and drospirenone may be effective in treating PMDD.
Other possible treatments include cognitive-behavior therapy,
chasteberry, calcium, and anxiolytics. This presentation will
review treatment strategies for PMDD, considering the severity
and type of symptoms, presence of comorbid conditions, safety
and tolerability profiles of agents, as well as agent formulation
and need for continuous dosing vs. intermittent dosing.
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SUPPORTER: ELI LILLY AND COMPANY

No. 15A
MANAGING DEPRESSION IN WOMEN THROUGHOUT
THE PHASES OF MENOPAUSE

Mary O’Malley, M.D., Norwalk Hospital Sleep Disorders Center,
Norwalk, CT 06856

SUMMARY:

Major depressive disorder affects 21% of women at some point
during their lifetime. Depression may be difficult to recognize
in some women because its etiology and presentation can
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change in concert with changes in the hormonal milieu. For
example, depressive symptoms occurring around the time of
menopause are often associated with vasomotor symptoms that
may complicate diagnosis and treatment. Relatively little data
are available about the unique aspects of depression during the
perimenopausal period, since, until recently, women often were
excluded from clinical trials and few studies evaluated the impact
of hormonal factors on symptom presentations or response to
treatment. As a result, it is not surprising that there is significant
inconsistency in how depression is managed in the menopausal
woman. Given the health burden of depression in terms of quality
of life, reduced productivity, and medical costs, there is an urgent
need for psychiatrists to be able to recognize depression in this
population and to understand how to weigh potential treatment
options in light of other ongoing medical and psychosocial issues.
In this symposium, faculty will provide guidance on advancing
science, care, and practice for depression in women throughout
the menopausal phase.

No. 15B
MAINTENANCE TREATMENT IN PATIENTS WITH
SCHIZOPHRENIA

Robert R. Conley, M.D., Maple and Locust Streets, P.O. Box 21247,
Baltimore, MD 21228

SUMMARY:

Significant advances have been made in the treatment of
schizophrenia, but much remains to be learned. For example,
although psychiatrists have become facile at managing the acute
manifestations of schizophrenia, there is a need for advanced
understanding of how best to manage patients over the long
term. The treatment goals for long term care are multiple and
complex and are usually not achieved with a single approach.
Moreover, people with schizophrenia have significant medical
morbidity that must be taken into account in long-term treatment
planning. People with schizophrenia are at increased risk for
cardiometabolic risks and reduced lifespan. Some antipsychotics
and other psychoactive medications can exacerbate these
risks.There is increasing interest in developing strategies for
balancing efficacy and side effects over the long-term. A number
of guidelines for achieving this balance have been put forth.
However, psychiatrists still need additional education on how to
optimize long-term treatment for their patients and how best to
manage the various challenges associated with chronic treatment
such as proper treatment selection, dosing, delivery of medication,
adherence, and the importance of therapeutic alliance. In this
symposium, faculty will advance psychiatrists’ understanding
of long-term patient management by reviewing state-of-the-art
science and discussing its translation into optimized patient care.

No. 15C
THE NEED FOR CHRONIC DISEASE MANAGEMENT
IN BIPOLAR DISORDER

Roger Mclntyre, M.D., University Health Network, 399
Bathurst St, MP 9-325, Toronto, Ontario M5T 258, Canada

SUMMARY:
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Bipolar disorder is associated with frequent and potentially
severe recurrences that necessitate lifetime treatment in a
majority of cases. Over time, patients experience increasing
functional disability and up to 15% of patients are severely
impaired. Although treatment during an initial acute episode
emphasizes symptom control, treatment during the maintenance
phase encompasses relapse prevention and mood stabilization.
Chronic management is crucial in patients with bipolar disorder;
simply responding to each acute crisis is not sufficient. Rather,
long-term treatment must take into account not only medical but
also psychosocial functioning. Importantly, chronic management
of patients with bipolar disorder must take into consideration
the known and potential long-term effects of pharmacotherapy
and balance these against the need for symptom remission. In
this symposium, faculty will review treatment considerations in
patients in the maintenance phase of bipolar disorder and will
guide psychiatrists in developing appropriate treatment plans.
Discussions will focus on the role of anticonvulsants and atypical
antipsychotics in the long-term management of bipolar disorder.
Psychiatrists will learn to advance science, care, and practice by
considering strategies for optimizing efficacy while mitigating
side effects.

No. 15D
WHEN SUBSTANCE ABUSE IMPACTS MANAGEMENT
IN PATIENTS WITH SCHIZOPHRENIA

Marcia Verduin, M.D., PO Box 250861, Charleston, SC 29425

SUMMARY:

Half of all individuals with schizophrenia have a lifetime
prevalence of substance use disorders (SUDs), more than three
times the rate of SUDs in the general population. Substance use
in schizophrenia poses a treatment challenge for psychiatrists;
it is associated with poorer outcome related to low treatment
adherence, worse symptom severity, higher propensity for relapse,
and more psychosocial difficulties. Despite the well known
co-occurrence of SUDs and schizophrenia, dually diagnosed
individuals are commonly excluded from clinical trials. Thus,
there are relatively few guidelines on how to manage individuals
with both schizophrenia and SUDs, and those that do exist are
preliminary. Although it has been established that comprehensive
treatment strategies that include both psychosocial and medical
interventions are required, there is a paucity of data to guide
psychiatrists in optimizing treatment. Current data, however,
suggest that at least some atypical antipsychotic medications may
positively impact SUDs. Faculty in this symposium will review
clinical issues in the assessment, diagnosis, and management of
individuals with schizophrenia and co-occurring SUDs and will
review available data on pharmacotherapeutic interventions,
emphasizing a chronic disease management model.
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ISS16-ARE COGNITION, SLEEP AND WAKE DIS-
ORDERS CAUSED BY TOO MUCH AROUSAL,
TOO LITTLE AROUSAL OR BOTH?

SUPPORTER: TAKEDA PHARMACEUTICALS

No. 16A
WHERE DO INCREASED AROUSAL AND INSOMNIA
FALL ALONG THE AROUSAL SPECTRUM?

Daniel J. Buysse, M.D., University of Pittsburgh School of
Medicine, Psychiatry, 3811 Ohara St, Room E-1127, Pittsburgh,
PA 15213-2593

SUMMARY:

Whether a patient suffers from psychophysiological insomnia
involving hyperarousal and conditioned sleep aversion, insomnia
due to restless leg syndrome or circadian anomalies, or conditions
causing daytime hypoarousal, the end result can be similar:
the patient’s daytime alertness is compromised. Normally, the
circadian rhythm and homeostatic drive, as well as a proper
interaction between both, control our sleep/wake cycles and the
way we feel. It is therefore not surprising that both are affected
when we suffer from insomnia or sleep deprivation. Disturbed
sleep/wake patterns can have tremendous negative consequences
on people with respect to their efficiency at work, as well as
their relationship with family and friends. Environmentally-
induced sleep deprivation (e.g., shift-work) as well as disrupted
sleep/wake resulting from medical and psychiatric conditions,
or the treatment thereof, can lead to executive dysfunction with
potentially devastating societal repercussions, such as the Exxon
Valdez disaster or the Chernobyl accident. Likewise, that chronic
insomnia or “psychiatric insomnia” as seen in bipolar disorder,
generalized anxiety disorder, and major depressive disorder, needs
to be addressed and treated. “Mild insomnia/arousal”, on the other
hand, might not be as obvious and could even be controversial
to treat; however, it can also lead to cognitive dysfunction. It is
important to differentiate between different sleep/wake disorders
as they can have important implications on the etiology of
psychiatric disorders. Case studies will be used to represent the
clinical presentations of insomnia and sleep deprivation and their
impact on the outcome of psychiatric disorders.

No. 16B
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HOW DO WE BEST TREAT TOO MUCH OR TOO
LITTLE AROUSAL?

Leslie P. Lundt, M.D., Foothills Foundation, 223 W State St.,
Boise, ID 83702-6013

SUMMARY:

Whether the need is to increase the quality or quantity of sleep
or to reduce the daytime sleepiness, there are different potential
pharmacotherapies available. For excessive daytime sleepiness
associated with hypoarousal, caffeine, modafinil, stimulants, and
sodium oxybate are some treatment options to achieve normal
arousal and help sustain attention. Melatonin and bright-light
therapy can be useful treatments in shift workers or patients
suffering from circadian-rthythm disorders, and hypnotics are
useful to alleviate insomnia. New studies have shown that
hyperarousal can result from a hyperactive corticotrophin
releasing factor (CRF) similar to that seen in major depression.
Thus, the use of antiglucocorticoid agents may become interesting
in the treatment of insomnia as well. Choosing the right treatment
depends on the disorder/state at stake, but also on the knowledge
of the prescribing physician. Current drugs, their mechanism of
action and side-effect profile, along with behavioral therapies,
will be discussed in terms of different sleep/wake disorders and
target populations. Exemplifying which treatment approaches
are best for which presentations will be done through the use of
case studies. The goal of this presentation is to offer an overview
of the current and new treatment approaches with the ultimate
endpoint of treating sleepiness and restoring normal functioning
during wake time.

No. 16C

WHAT IS SLEEPINESS VERSUS INATTENTIVENESS?
CAN THE AROUSAL SPECTRUM ANSWER THIS
QUESTION?

Meeta Singh, M.D., Henry Ford Hospital, Sleep Disorders
Center, 2799 West Grand Blvd, Detriot, MI 48202

SUMMARY:

Non-restorative sleep, resulting from a medical condition or
a life-style situation, will eventually lead to excessive daytime
sleepiness. While a good night’s sleep can be the cure for a
student’s all-nighter, it does not work in patients with sleep
disorders, and the accumulated sleep debt experienced by
these patients will result in compromised daytime alertness. A
high percentage of children with attention-deficit/hyperactivity
disorder also have obstructive sleep apnea (OSA), and it has been
suggested that the psychiatric condition of these children could
have been the result of their underlying sleep disturbances as OSA
can lead to deficits in memory, learning, and executive function.
These examples support the notion that whether the sleepiness
is primary or secondary might not be as important as the need to
recognize and treat it. However, what if the patient doesn’t even
know he’s sleepy? The same pathways involved in the regulation
of sleep are also active in information processing, thus a “mildly
sleepy” person might not actually realize that they have cognitive
dysfunction as well. While sleepiness can be measured using
by the Epworth Sleepiness Scale or the Multiple Sleep Latency
Test, executive function is measured using the Stroop Task and
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the Normal N-back Working Memory Task. Unfortunately,
some patients who complain of inattention or mental fatigue
might actually not show a difference in any objective tasks, thus
appearing “normal.” However, in these patients imaging studies
will uncover large difference in the dorsolateral prefrontal cortex,
an area involved in the regulation of both sleep and executive
function. Thus, in some patients, compensatory mechanisms can
mask the real issue at hand. But what happens when compensation
is insufficient? This talk will cover the spectrum of sleep disorders
ranging from narcolepsy, to OSA, to environmentally-induced
sleep disturbances and explain how these can lead to cognitive
impairments during the day.

No. 16D

INSIGHTS INTO THE NEUROBIOLOGY OF THE
AROUSAL SPECTRUM: THE NEUROCIRCUITRY
SPANNING STATES FROM “HYPERSOMNIA” TO
“HYPERAROUSAL”

Stephen M. Stahl, M.D., 1930 Palomar Point Way, Suite 103,
Carlsbad, CA 92008

SUMMARY:

Disorders such as insomnia, narcolepsy, obstructive sleep apnea,
and circadian rhythm disorders, normally termed sleep disorders,
also impact functioning during the wake time. This symposium
will look at the link between sleep/wake disorders and cognitive
disorders by introducing the “arousal spectrum.”The two extreme
states of the spectrum, hyperarousal/insomnia and hypersomnia,
are well accepted disorders with efficacious treatments. Ailments
along the trajectory connecting both extremes are more intriguing
and their treatment can be controversial. For example, can mild
sleepiness and mild arousal lead to cognitive dysfunction? And
if so, should these states be treated? Increased sleep debt, whether
it results from obstructive sleep apnea or shift working, may
eventually lead to executive dysfunction. At the same time, the
DSM-IV criteria of major psychiatric conditions such as major
depressive disorder (MDD) and generalized anxiety disorder
include “difficulty concentrating or diminished ability to think”,
i.e. cognitive dysfunction, as one of its diagnostic criteria. Patients
with MDD frequently suffer from insomnia and many insomniacs
exhibit mild depressive symptoms. Treating the insomnia of
a depressed patient not only restores his sleep, but also leadsto
better outcome in terms of remission and relapse with regards to
the depression. Thus, the question remains, is there a relationship
between sleep/wake disorders and cognitive disorders? Is mild
hyperarousal already a problem and worth being treated? As sleep
circuits overlap with many neurobiological circuits underlying
psychiatric disorders, these distinctions become important to
delineate. While treatment of sleep/wake disorders is the first step
in patient management, a full remission leading to normal arousal
and normal executive function should ultimately be attained.
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ISS17-UNDERSTANDING BIPOLAR DISORDER:
QUALITY AND CLINICAL CONUNDRUMS
SUPPORTER: PFIZER INC.

No. 17A
COMMUNITY TREATMENT OF BIPOLAR
DEPRESSION: SERVICE UTILIZATION AND QUALITY

Alisa Busch, M.D., Harvard Medical School, 180 Longwood
Avenue, Boston, MA 02115

SUMMARY:

Prior research has described bipolar disorder quality in usual
care. However, there is little information regarding the course and
quality of bipolar-depression treatment in usual care settings. We
conducted a retrospective analysis of administrative data from a
privately insured population diagnosed with bipolar-I depression
starting in 1999 (N = 925 persons). Treatment quality was
evaluated by using expert guidelines to derive quality measures.
Among the 925 persons, there were 1,059 depressed phases
identified during the study period and 74% of the phases included
antidepressant treatment. Persons with bipolar depression tended
to stay in treatment for most of the year (289 mean cumulative
days in treatment, sd 92 days). Fifty-seven percent of bipolar-
depressed patients received guideline recommended care of
an antimanic agent and psychotherapy during acute phase
depression treatment. An additional 15% received an antimanic
agent in absence of psychotherapy. Nineteen percent received
an antidepressant in absence of an antimanic agent (a treatment
advised against by expert guidelines). While many patients with
bipolar depression remained in treatment much of the year,
only slightly more than half received guideline recommended
treatment and 20% received treatment explicitly advised against
by guidelines.

No. 17B
A HISTORICAL OVERVIEW OF BIPOLAR DISORDER

lleana Fumero-Perez, M.D., PO Box 19234 , Fernandez Juncos
Station, San Juan, PR 00910

SUMMARY:

This presentation reviews bipolar disorder from both a historical
and a genetic perspective. The ancient Greek physicians had
recognized a relationship between the mental states of depression
and mania. Evidence, found in works by Aretaeus of Cappadocia
from the first century BC, describes melancholia and mania as
two forms of the same disease. In the fourth century, Hippocrates
believed that all illness resulted from a biological malfunction.
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It wasn’t until late in the nineteenth century, that a more modern
understanding of bipolar disorder was described in France. In the
beginning of the twentieth century, Emil Kraepelin introduced
the term manic-depressive insanity. This is why many consider
him the father of the modern conceptualization of bipolar
disorder. Results of more recent follow-up studies have been very
compatible with those of studies conducted before the introduction
of modern antidepressant and mood-stabilizing treatments. Many
of these studies are done in families, twins, and adopted subjects,
and provide robust evidence that genetics are a major contributor
to the disease. This has had a great impact on our understanding
of the disease’s pathophysiology and the interaction between
genetic and environmental factors involved in its pathogenesis.
Other changes during the process of cell differentiation have
also been implicated. Epigenetics is the study of modifications
in the expression of genes without a change in the underlying
DNA sequence. Such changes in gene expression are achieved
through the methylation, and other chemical groups that bind to
DNA and its associated proteins. Epigenetics has been implicated
in complex diseases such as cancer, schizophrenia, bipolar
disorder, autism, and systemic lupus erythematosus. Furthermore,
epigenetic studies could be relevant to the better understanding
of the molecular action of antipsychotic medications. This will
very likely result in major improvements to treatment and patient
care.

No. 17C
EVIDENCE-BASED TREATMENT OPTIONS FOR
BIPOLAR DEPRESSION

Mark Frye, M.D., Mayo Clinic, Rochester, MN 55905

SUMMARY:

Despite the severity of mania, it is clear that when bipolar
patients are affectively ill, they are far more likely to be depressed
than manic. This is notable both from the standpoint that most
of our conventional mood stabilizers, with the exception of
lamotrigine, are more effective at treating the manic phase of
illness and that many bipolar patients invariably are prescribed
conventional antidepressants. As noted in a recent CNN report,
antidepressants are the most commonly prescribed medicines
in the United States, yet only recently have we systematically
evaluated the use of antidepressants in bipolar depression. This
talk will review controlled clinical trials, both acute and long-
term, in the depressive phase of illness and review how many
clinicians in the community approach treatment algorithms for
their depressed bipolar patients. In contrast to unipolar depression
treatment, an antidepressant response in bipolar depression cannot
be at the expense of becoming manic. The ultimate goal will be
to allow the best evidence-based medicine guide, not dictate, our
practice to maximize outcome in the depressive phase of bipolar
disorder.

No. 17D
REDUCING DIAGNOSTIC ERROR: RECOGNITION OF
BIPOLAR DEPRESSION PHENOMENOLOGY

Gary Sachs, M.D., Massachusetts General Hospital, 50 Staniford
Street, 5th Floor, Boston, MA 02114
SUMMARY:
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The diagnosis of patients with bipolar depression remains a
challenging issue. Misdiagnosis often results from over-reliance
on narrowly focused cross-sectional assessment of patients with
current major depression or over-reliance on single symptoms
associated with mania. The Affective Disorder Evaluation
(ADE) is a modular template designed for routine use in clinical
practice, and was used to collect diagnostic information in
the Systematic Treatment Enhancement Program for Bipolar
Disorder. The ADE includes a bipolarity index that is designed
to increase diagnostic confidence by scoring five dimensions of
illness: episode characteristics, age of onset, course of illness,
Response to treatment, and family history. This presentation will
review diagnostic problems encountered in the assessment of
bipolar depression and the use of the ADE with bipolarity index.
Data from factor analysis and other psychometric studies suggest
patients with high bipolarity scores have a better prognosis
than subjects with lower scores. Improvements in diagnostic
confidence combined with systematic treatment strategies should
enhance the management of patients with bipolar depression.

No. 17D
PATHOPHYSIOLOGY OF BIPOLAR DEPRESSION

Terence A. Ketter, M.D., 401 Quarry Rd, Rm 2124, Stanford, CA
94305-5723

SUMMARY:

Bipolar depression has substantial clinical heterogeneity, and
thus, presumably, varying pathophysiology. Indeed, no single
pathophysiologic theory appears to account for all patients.
Nevertheless, a stress-diathesis model appears appropriate,
with genetic and/or acquired vulnerabilities interacting with
provocative and/or protective environmental factors to yield
illness or health. Genetic vulnerability appears related to small
effects of multiple genes rather than large effects of a single gene.
Potential neurochemical contributors include dysregulation of
neurotransmitters (e.g., monoamines and amino acids), hormones
(e.g., thyroid, reproductive, and glucocorticoids), and intracellular
signaling pathways (e.g., protein kinase C and glycogen synthase
kinase-3), and may suggest novel treatment mechanisms (e.g.,
protein kinase C inhibition). Neuroimaging studies have
implicated decreased prefrontal and anterior paralimbic activity.
Increased anterior paralimbic subcortical activity has also been
seen, consistent with a limbic-cortical dysregulation model of
depression, wherein dorsal neocortical hypofunction could occur
due to attempts to counteract ventral paralimbic overactivity.
Such research may ultimately facilitate targeting novel somatic
interventions (e.g., deep brain stimulation). Ongoing studies
are needed to realize the clinical potential of our knowledge of
pathophysiology to enhance diagnostic accuracy and help better
target interventions in patients with bipolar depression.
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ISS18-GENETICS, BRAIN IMAGING, AND
PHARMACOLOGY: CLINICAL IMPLICATIONS
FOR THERAPEUTIC CHOICES IN PSYCHIATRIC
DISORDERS

SUPPORTER: ORGANON, A PART OF SHERING-
PLOUGH.

No. 18A

RECEPTOR PHARMACOLOGY, MOLECULAR
IMAGING, AND CLINICAL IMPLICATIONS IN
SCHIZOPHRENIA

Anissa Abi-Dargham, M.D., New York Presbyterian Hospital,
160 Fort Washington Avenue, New York, NY 10032

SUMMARY:

Current scientific understanding of the neurobiology of
schizophrenia from imaging and genetic studies has uncovered
molecular targets, which are being used to treat schizophrenia
at present and may provide direction for future treatments. This
presentation will review those targets and their interrelatedness,
discussing the circuitry and systems alterations, how they are
interconnected, and how they lead to symptoms. Antipsychotic
drugs are the cornerstone of treatment for schizophrenia. First-
generation or conventional antipsychotics are high-affinity D2
receptor antagonists that are highly efficacious inreducing positive
symptoms, but their use is limited due to adverse neurologic
side effects (i.e., extrapyramidal signs, tardive dyskinesia).
The next generation or atypical antipsychotics exhibit lower
affinity for D2 receptors and greater affinities for serotonin and
norepinephrine receptors. These agents are more efficacious in
reducing negative symptoms but also have limitations due to
metabolic adverse effects (i.e., weight gain, hyperglycemia).
Partial agonists with activity at D2 and 5-HT(1A) receptors are
also included in this class, but have a better adverse effect profile.
Data on the receptor profiles of antipsychotic medications and
the relationship to efficacy and side effects will be presented,
utilizing evidence from imaging studies on occupancy of D2
and D3 receptors using positron emission tomography (PET)
and the high-affinity D2/3 radiotracer [18F]fallypride. This
information will provide clinicians with a better understanding
of drug receptor pharmacology, allowing them to better predict
efficacy and adverse effects for a patient with schizophrenia in
order to improve patient adherence and long-term outcomes. In
addition, a brief review of the rationale and progress made in
the development of treatments for potential novel targets within
various neurotransmitter systems, including GABA, glutamate,
cannabinoid, and nicotinic systems will be discussed.

No. 18B

CLINICAL IMPLICATIONS OF RECENT GENETICS
AND NEUROIMAGING ADVANCES IN BIPOLAR
DISORDER

Kiki Chang, Pediatric Bipolar Disorders Program, Division of
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Child and Adolescent Psychiatry, Department of Psychiatry and
Behavioral Sciences, Stanford University School of Medicine,
Palo Alto, CA 94305

SUMMARY:

Bipolar disorder (BD) is a difficult-to-treat disease carrying
great morbidity and mortality that typically begins before the
age of 18. Early recognition of BD can lead to early initiation of
treatment, which may lead to improved quality of life and better
outcomes. As early symptoms of BD are relatively nonspecific
(e.g., depression, hyperactivity), biological markers of BD,
including genetic profiles or neuroimaging findings, would aid
in confirming early states of BD. It is estimated that BD has an
80% heritability, as determined by family, twin, and adoption
studies. Recent twin studies show that several regions of the
genome may play a role in both BD and schizophrenia. Other
genes in these regions may contribute solely to the development
of bipolar disorder. Certain genetic polymorphisms, of genes
such as 5-HTT and BDNF, appear to confer increased risk for
BD by their interaction with relevant brain structures. Brain
imaging could become an important predictive and diagnostic
tool for BD, as specific neurobiological abnormalities have been
discovered in both adult and pediatric patients with the disorder.
Prefrontal cortical areas may demonstrate abnormalities as
bipolar disease progresses through adulthood. Subcortical limbic
abnormalities, in areas such as hippocampus and amygdala, may
begin earlier in the disorder and serve to be more predictive of
disease development. Recent research has also highlighted the
effects of treatment on brain function and using genes to predict
treatment outcomes. This presentation summarizes the recent
advances in the understanding of how genes and neurobiology
interact in creating BD and the implications these findings have
for diagnosis and treatment of BD across the life span.

No. 18C
SCHIZOPHRENIA: THE CLINICAL IMPORTANCE OF
GENETICS AND STRUCTURAL BRAIN IMAGING

Rene S. Kahn, M.D., Department of Psychiatry, Rudolf
Magnus Institute for Neuroscience, University Medical Centre,
Heidelberglaan 100, Utrecht, 3584 CX

SUMMARY:

Structural brain abnormalities have consistently been found in
schizophrenia, and increased familial risk for schizophrenia has
been investigated as a contributing factor to these abnormalities.
Some brain volume changes are progressive over the course of
the illness. Whether these progressive brain volume changes
are mediated by genetic or disease-related factors is unknown.
Magnetic resonance imaging (MRI) studies of monozygotic twins
who have schizophrenia have shown reduced thalamic volumes,
when compared with control twins. These abnormalities may
be the result of genetic or early environmental factors. Brain
abnormalities, most noticeable in the hippocampus, have also
been seen in non-psychotic, first-degree relatives of schizophrenia
patients. This finding suggests a shared genetic risk. Significant
decreases over time in whole brain volume have been observed in
schizophrenia patients and their unaffected co-twins as compared
with control twins, predominantly due to decreases in cerebral gray
matter. Cross-trait/cross twin interactions for whole brain volume
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change over time have revealed a significant genetic influence.
The progressive brain volume loss in patients with schizophrenia
is also found in their unaffected co-twins. These findings suggest
that the progressive brain volume loss observed in schizophrenia
is linked to the genes causing the disorder. Information provided
by neuroimaging and genetic studies will help clinicians achieve
a greater understanding of the pathophysiology of schizophrenia.
This presentation will provide a review of genetic associations,
current neuroimaging techniques, and their significance for the
practicing psychiatrist.

No. 18D
EFFECTIVE TREATMENT OF BIPOLAR DISORDER:
AN ELUSIVE GOAL?

Terence A. Ketter, M.D., Department of Psychiatry and
Behavioral Sciences, Stanford University School of Medicine,
Stanford, CA 94305

SUMMARY:

Optimal management of bipolar disorder requires considerable
skill. Mood stabilizers (with the exception of lamotrigine) and
antipsychotics are effective in acute mania; however, bipolar
depression is more difficult to treat, and long-term prevention
episodes may be even more challenging. Use of traditional
antipsychotics has been limited by risks of tardive dyskinesia
and exacerbating depression. In contrast, use of atypical
antipsychotics (olanzapine, risperidone, quetiapine, ziprasidone,
aripiprazole) is increasing, as these agents are less likely to yield
tardive dyskinesia, and appear to have a broader therapeutic
spectrum. For example, the approved treatments for acute
bipolar depression (quetiapine monotherapy, and olanzapine plus
fluoxetine combination therapy) include atypical components.
An enhanced balance between effects on dopaminergic and
serotonergic neurotransmission may account for the improved
clinical utility of atypical compared to traditional antipsychotics.
Lithium, lamotrigine, olanzapine, and aripiprazole are effective
maintenance monotherapies in controlled studies. However, in
clinical settings, monotherapy is inadequate for most patients.
Efficacy and safety profiles of these long-term treatments must
be carefully considered, as some drugs are associated with
undesirable side effects such as sedation, weight gain, and
metabolic abnormalities. Integrating knowledge of strengths
and limitations of treatments and optimally matching these to
individual patients is crucial to enhance outcomes.
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IN SCHIZOPHRENIA? BIOLOGIC,
PHARMACOLOGIC AND PSYCHOLOGIC

PERSPECTIVES
SUPPORTER: ASTRAZENCA PHARMACEUTICALS

No. 19A
USING RECOVERY PRINCIPLES TO DEFINE
TREATMENT GOALS

Alex Kopelowicz, M.D., Associate Professor, Psychiatry and
Biobehavioral Sciences , University of California, Los Angeles
Neuropsychiatric Institute, 300 Building Medical Plaza, Los
Angeles, CA 90095

SUMMARY:

Remission and recovery from schizophrenia were considered
theoretically possible, butunrealistic inreal-world clinical practice
situations. This presentation reviews the changing concepts of
remission and recovery in the treatment of schizophrenia. Until
recently, the concept of remission had been best developed for
affective disorders but more recently have been modified for
patients with schizophrenia. This presentation will discuss the
criteria for remission, rates of remission in first-episode and
persistently ill patient populations, and then how this differs from
the recovery concept. Ideas about recovery from schizophrenia
have evolved both from concepts derived from the consumer
movement and from a psychiatric rehabilitation approach to
mental illness. From the former perspective, recovery describes
a process in which people regain hope, trust, respect, dignity, and
self-efficacy as they strive to make meaning of their lives and
determine their life trajectories. From the latter, recovery is a
measurable outcome that includes the attainment of symptom
remission and restoration of premorbid functioning. Either
way, recovery from schizophrenia is very different from ideas
of remission or of cure that come from a medical conception of
illness. This presentation will discuss the evolving concept of
recovery in schizophrenia, critical components for recovery, and
the role of treatment models within the framework of recovery as
they apply to first-episode schizophrenia as well as patients with
persistent illness.

No. 19B
PSYCHOPHARMACOLOGY OF RECOVERY:
REDUCING BURDEN OF TREATMENT

John Lauriello, M.D., Department of Psychiatry, University of
New Mexico, 2400 Tucker North East, Albuquerque, NM 87131

SUMMARY:

Although pharmacologic treatment of schizophrenia is an
essential part of a recovery-oriented treatment plan, patients often
have to bear a significant burden from persistent side effects of
treatment. The burden of adverse effects of treatment has to be
added to the burden from persistent symptoms despite treatment.
Fortunately, many of the available antipsychotic agents have
markedly different adverse-event profiles, including liability for
extrapyramidal symptoms, weight gain, dyslipidemia, sexual
dysfunction, sedation, and sleep disturbances. Careful matching
of antipsychotic with the medical and psychologic vulnerabilities
of the individual patient can greatly reduce the overall burden
of treatment. The first-line atypical antipsychotic medications
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show relatively similar efficacy but can differ greatly in side-
effect profiles. Establishing effect and managing side effects are
critical to creating a stable platform for a long term recovery.
The medication side-effect burden has been shown to be a
major contributor to subjective distress and is a critical factor
in medication adherence and alliance. In this presentation,
we will review the relative side-effect burdens of the newer
antipsychotics. We will expand our review of burden to include
the benefits and risks of treatment interventions for persistent side
effects, including dose changes, complexity of adding adjunctive
medications to counteract side effects, risks of “watchful
waiting,” and the risk of changing antipsychotic medications.
Just as it is important to individualize the choice of antipsychotic
with the anticipated vulnerability of the individual, the approach
to intervention for persistent side effects also needs to consider
the range of options, the likelihood of a favorable response, and
the risks involved. We will present measures that can be utilized
by the working clinician to identify and treat this burden.

No. 19C

WHAT DOES THE NEUROBIOLOGY OF FIRST-
EPISODE PSYCHOSIS TELL US ABOUT TREATMENT
GOALS FOR RECOVERY?

John A. Sweeney, Ph.D., Neurology and Psychology, Center

for Cognitive Medicine University of Illinois at Chicago,

Department of Psychiatry Center for Cognitive Medicine
(MC913) 912 S. Wood St.  Ste. 235, Chicago, IL 60612

SUMMARY:

The Kraeplinian perspective on schizophrenia is that it is a
progressive brain disorder. Kraeplin’s nomenclature equated
schizophrenia with “dementia praecox” (literally “early
dementia”),asanirreversible and progressive disorder. The clinical
implication ofthe Kraeplinmodelis that diagnosis of schizophrenia
seriously limits the potential of any treatment intervention to lead
to continuous and sustained improvements. Clinical studies of the
longitudinal neuroanatomic and neurocognitive course of patients
presenting with first-episode psychosis suggest this model may
be incorrect. Neuropsychological and neuroimaging studies fail
to find robust evidence of decline in brain anatomy or functioning
in the follow-up of first-episode cases. These findings raise hope
for the ability of interventions to enhance functionality, and are
consistent with improvements reported with some long-term
psychosocial and pharmacologic treatments of schizophrenia.
Recent evidence favors instead a neurodevelopmental basis for
schizophrenia, in which early noxious events involving genetic
or environmental factors contribute to illness onset. These
findings suggest that most of the significant changes to brain and
cognition happen before the first psychotic episode, and hence,
before clinical presentation. Longitudinal studies of first-episode
patients suggest that if illness progression occurs, it is typically
less severe than has occurred prior to illness onset. Viewing
schizophrenia in early adulthood as a static disease process
provides support for the use of recovery-oriented interventions,
and that psychosocial or pharmacologic therapy may be able
to facilitate a recovery of function. This also suggests recovery
approaches being developed for schizophrenia may be useful to
address challenges facing patients recently diagnosed with other
psychiatric disorders.
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No. 19D
PSYCHOPHARMACOLOGY OF RECOVERY:
REDUCING THE BURDEN OF DISEASE

Peter J. Weiden, M.D., Psychosis Program, Center for Cognitive
Medicine, Department of Psychiatry, University of Illinois at
Chicago 912 South Wood Street MC 913, Chicago, IL 60612

SUMMARY:

Mental health systems throughout the United States are
attempting to implement recovery-oriented models of care for
serious mental illness. While intuitively appealing, a central
challenge to implementation in clinical practice has been the
absence of a theoretical psychopharmacologic approach to
achieving the kinds of outcomes that are consistent with a
recovery treatment focus. Many fundamental principles of
psychopharmacology of schizophrenia were established in the
1970s and 1980s. At that time, schizophrenia was believed to be
a deteriorating illness, and relapse prevention was the primary
focus of long-term antipsychotic treatment. In contrast, a recovery
approach for long-term antipsychotic treatment is relatively more
focused on continued improvements in functional outcomes
once stability has been achieved. However, an across-the-board
change in treatment philosophy, no matter how appealing, has
its own pitfalls, including excessive expectations of outcome,
or excessive use of medication additions and changes, without
regard to the limitations or risks from these interventions. This
presentation will suggest a framework in which a recovery-
oriented psychopharmacologic treatment approach can be used in
clinical practice. This approach integrates current evidence-based
knowledge of pharmacologic outcomes with an individualized
treatment plan approach that can be used to make medication
choices and decisions in a collaborative way. This approach
includes shared risk taking as well as selecting (and matching) of
key target symptoms with possible treatment choices. An essential
component of this approach is use of continued hierarchical
priorities and shared decision making over the challenging and
often arduous journey of recovery.

No. 19E

FROM “SUPPORTIVE” TO SYMPTOM REDUCTION:
USING COGNITIVE-BEHAVIORAL THERAPY IN
SCHIZOPHRENIA

Shanaya Rathod, M.D., Associate Medical Director and
Consultant Psychiatrist, Mid Hampshire and Eastleigh TVS
Locality Melbury Lodge, Romsey Road, Winchester, SO22 5DG
United Kingdom

SUMMARY:

Many patients with schizophrenia will continue to have persistent
symptoms despite receiving optimal antipsychotic therapy. Until
recently, supportive psychotherapeutic interventions were seen
as helpful with patient acceptance and morale, but would not be
expected to help in reducing the overall level of symptoms of
schizophrenia. The notion that psychotherapeutic interventions
could not possibly lead to longstanding symptom improvements
has been challenged. There is a growing literature showing that
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schizophrenia patients receiving cognitive-behavioral therapy
(CBT) along with antipsychotic medication will experience a
greater reduction in positive, negative, and affective symptoms
than patients receiving other therapies or treatment as usual.
This body of evidence challenges the notion that symptoms
of schizophrenia are immutable and not amenable to change
from therapeutic interactions. This presentation will review the
evidence for and highlight the role of CBT as a management
strategy in the recovery model of schizophrenia.
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ISS20-NOVEL AND CURRENT
ANTIDEPRESSANTS: STATE-OF-THE-ART
MANAGEMENT OF DEPRESSION

SUPPORTER: NOVARTIS PHARMACEUTICALS COR-
PORATION

No. 20A
APPROACHES TO IMPROVE OUTCOMES

Andrew A. Nierenberg, M.D., 15 Parkman Street WACC 815,
Boston, MA 02114-3117

SUMMARY:

In contrast to patients with major depressive disorder (MDD)
observed in tightly controlled, randomized clinical trials,
patients with MDD seen in actual clinical settings have less
favorable acute and long-term outcomes. Only about a third
reach remission and about half of remitters (those who reach a
symptom level within the normal range) experience a relapse
or recurrence within 1 year. Remitters have a better long-
term outcome than responders without remission (e.g., those
who have a 50% improvement in baseline symptoms). With a
long-term goal of sustaining wellness, clinicians are faced with
the daunting task of preventing relapse and protecting from
recurrence of MDD episodes. Evidence strongly supports the use
of long-term antidepressant treatment, targeted psychotherapies
(cognitive-behavioral therapy (CBT), interpersonal therapy
(IPT), well-being therapy, and mindfulness-based CBT), or the
combination of antidepressants and psychotherapy. Practical
tools are available to track changes in depressive symptoms,
enhance shared decision making, and provide warning signs for
impending mood exacerbation can enhance clinicians’ decision
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making and encourage measurement-based care (e.g., PHQ-9;
QIDS-SR). Psychoeducational websites can also be prescribed
to more fully engage patients with MDD and their families
(e.g., NIMH, moodandanxiety.org, dbsalliance.org, NAMI). The
purpose of this presentation is to review specific data to improve
acute and long-term outcomes and provide participants with tools
to help their patients sustain remission.

No. 20B
DISEASE BURDEN, UNDERDIAGNOSIS, AND
UNDERTREATMENT OF DEPRESSION

Jordan F. Karp, M.D., Western Psychiatric Institute and Clinic,
3811 O’Hara Street, Pittsburgh, PA 15213

SUMMARY:

Major depression is the most common psychiatric disorder; the
lifetime prevalence is 17.3%. With the exception of hypertension,
depression is more common in primary care than any other
condition. Worldwide, major depression affects approximately
121 million individuals. The World Health Organization reported
that disability levels and quality of life in primary care patients
with chronic conditions like hypertension, diabetes, arthritis, and
back pain is greater when depression is comorbid. By the year
2020, depression is projected to reach second in the ranking of
disability-adjusted life years for all ages, both sexes. Despite its
high prevalence, approximately 50% of psychiatric morbidity
is unrecognized in primary care, many of these undiagnosed
individuals develop suicidal ideation. Poor detection and under-
treatment of depression leads to higher health-care utilization and
spending. Much ofthe costofdepressionisnotbecause oftreatment
costs, but results from absenteeism and reduced productivity
at work. Interventions to improve the quality of depression
treatment have found that the cost per QALY associated with
improved depression care ranges from a low of $2,519 to a high
of $49,500. Patients with chronic medical illness (e.g., diabetes,
pulmonary and heart disease, arthritis, HIV/AIDS, neurological
conditions) and comorbid depression or anxiety, compared with
those with chronic medical illnesses alone, report significantly
higher numbers of medical symptoms and decreased quality of
life even after controlling for severity of the medical disorder. Of
particular concern is that when major depressive disorder affects
African Americans, fewer than half receive treatment and the
condition is often more severe and disabling than in non-Hispanic
whites. Progress has been made in access to care, but quality of
care is often inconsistent with national treatment guidelines. For
example, over 50% of patients treated for depression in general
practice stop treatment within three weeks. Given that 45% of
patients do not achieve remission with initial drug treatment, the
field is poised for innovative approaches to improve diagnosis,
access to treatment, and interventions.

No. 20C
A REVIEW OF THE IMPORTANCE AND TREATMENT
OF RESIDUAL SYMPTOMS IN DEPRESSION

Matthew A. Menza, M.D., 671 Hoes Lane, D207A, Piscataway,
NJ 08836

SUMMARY:

Most patients with depression continue to have symptoms
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after treatment. These residual symptoms are common and are
associated with suboptimal long-term outcomes, such as relapse,
disability, and poor quality of life. While is it clear that residual
symptoms, as a group, contribute to poor outcomes, individual
residual symptoms have received relatively little attention.
Recognizing that for clinicians and patients symptom relief is the
goal of treatment, we review the evidence that treating individual
residual symptoms is both feasible and useful. The most common
residual symptoms appear to be insomnia, fatigue, anxiety, sexual
dysfunction, lack of motivation, and difficulty with concentration.
A converging series of studies suggests that treatment of residual
(oftentreatment-emergent) sexual dysfunction canimprove patient
outcomes. In addition, a variety of studies have now demonstrated
that treatment of insomnia associated with depression is
efficacious and may improve patient outcomes. Fatigue may also
be treated with augmentation therapy and may improve overall
outcomes. Anxiety, motivation, and concentration difficulties
may also be targets for augmentation therapy. Depression is a
syndrome defined by a variety of symptoms that may reflect
dysfunction in different neural circuits. Recent clinical trial data
suggest that some residual symptoms can be addressed with
pharmacotherapies as well as targeted psychotherapies. When
using pharmacotherapy, monotherapy is preferred. However,
the clinician may need to target specific symptoms to achieve an
optimal outcome for many patients.

No. 20D
NEW ANTIDEPRESSANT MEDICATIONS AND NOVEL
MECHANISM OF ACTION

Michael E. Thase, M.D., 3535 Market Street, Room 689,
Philadelphia, PA 19104

SUMMARY:

After almost 20 years of continuous growth, the use of
antidepressants has generally leveled off and, since 2000, only
a handful of new medications have been introduced. Although
there are now a large number of relatively safe, well-tolerated,
and effective antidepressants available in generic formulations,
many people with depression either do not respond to treatment
or do not stay on an effective medication for more than a few
months. There is, thus, much room for improvement in the
treatment of depression and unmet needs for development of new
antidepressants include: novel mechanisms of action (which might
be effective for patients who do not respond to reuptake inhibitors),
earlier onset of benefit, improved effects for common, particularly
troubling residual symptoms (i.e., anxiety and insomnia), and
better tolerability profiles (e.g., fewer gastrointestinal side effects
or less sexual dysfunction). This presentation will highlight recent
developments in the area of pharmacotherapy of depression by
focusing on drugs that are thought to have novel mechanisms of
action, including antagonism of neurokinin (NK), corticotrophin
releasing factor (CRF), and various serotonin and norepinephrine
receptors, as well as agonists of melatonin receptors. It will be
suggested that the next generation of antidepressant medications
will be characterized by more highly selective effects that will be
useful for specific subgroups of depressed people.
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MT2 receptor agonist with 5-HT2C antagonistic properties, in
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ISS21-SLEEP AND SLEEP DISORDERS ACROSS
THE LIFE CYCLE: WHAT PSYCHIATRISTS NEED
TO KNOW

SUPPORTER: SEPRACOR, INC.

No. 21A
SLEEP DISORDERS MOST FREQUENTLY SEEN
DURING MIDLIFE

Dimitri D. Markov, M.D., Jefferson Sleep Disorders Center, 211
S. Ninth Street, 5th Floor, Philadelphia, PA 19107

SUMMARY:

Sleep disorders are common in psychiatric patients. As
psychiatrists, we need to be aware of primary sleep disorders that
are associated with midlife phase. The obstructive sleep apnea
syndrome comprises symptoms such as nonrefreshing sleep
and excessive daytime sleepiness, in association with sleep-
disordered breathing. OSAS is common in psychiatric patients.
Many psychiatric medications contribute to obesity, and obesity
is a known risk factor for sleep-disordered breathing. Untreated
OSAS can disrupt sleep, lead to excessive sleepiness, has been
associated with worsening of mood disorders, impaired cognitive
and executive function, as well as cardiovascular morbidities.
Continuous positive airway pressure (CPAP) is the treatment of
choice for patients with OSAS. However, due to claustrophobia,
some patients donottolerate CPAP therapy. By addressing patient’s
anxiety, psychiatrists can help with CPAP compliance. Restless
legs syndrome (RLS) is characterized by an irresistible urge to
move legs, usually associated with uncomfortable sensations
in the legs. RLS symptoms may disrupt sleep, cause insomnia
or excessive daytime sleepiness. Periodic limb movements in
sleep (PLMS) are stereotyped repetitive movements of legs and
arms that occur during sleep. Periodic limb movement disorder
(PLMD) is diagnosed in patients with PLMS who present with
either insomnia or excessive sleepiness that can not be explained
by any other causes. Many patients with RLS are misdiagnosed
as having akathisia. Medications that are familiar to psychiatrists,
such as tricyclic antidepressants, selective serotonin reuptake
inhibitors, and antipsychotics are known to induce or exacerbate
RLS and PLMD, while dopaminergic agonists, benzodiazepines,
anticonvulsants, and opiates are used to treat RLS and PLMD.
Being able to recognize and address RLS is important for
psychiatric practice. Both diagnostic and treatment modalities
will be discussed.
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No. 21B
PARASOMNIAS: THINGS THAT GO “BUMP” IN THE
NIGHT

Karl Doghramji, M.D., 211 South Ninth Street, Suite 500,
Philadelphia, PA 19107

SUMMARY:

The parasomnias are undesirable behaviors that occur
exclusively during the sleep period or that are exacerbated by
sleep. They include the disorders which occur in the context
of arousals, such as confusional arousals, sleepwalking, sleep
talking, and sleep terror; those that occur during REM sleep, such
as REM sleep behavior disorder, recurrent sleep paralysis, and
nightmare disorder; and those that occur in the context of sleep
in general, such as sleep-related dissociative disorders, enuresis,
sleep-related hallucinations, and sleep-related eating disorder.
Some, such as sleepwalking, are more common in childhood.
Others, such as REM sleep behavior disorder, are more common
in older age. The fact that parasomnias can be induced by drugs
or substances was recently brought to the attention of the medical
profession and the public by reports of a possible association
between hypnotic use and complex sleep-related behaviors such
as sleep-driving, making phone calls, and preparing and eating
food while asleep. Nevertheless, they have been reported in
the context of almost all psychoactive medications including
antidepressants, stimulants, barbiturates, and drugs of abuse.
Parasomnias pose risks for their sufferers since they can lead to
injury to self and others. Violent behavior during sleep has also
led to legal difficulties for parasomnias sufferers. The evaluation
of the parasomnias involves the identification of the behaviors,
disorders, or substances that trigger these events. Many of the
parasomnias can be managed by behavioral intervention, while
others necessitate the use of medications.

No. 21C
SLEEP DISORDERS AND THE FEMALE LIFE CYCLE

Mary O’Malley, M.D., Norwalk Hospital Sleep Disorders
Center, 34 Maple Street, Norwalk, CT 06856

SUMMARY:

The depth and quality of sleep in women is often measurably
better than men. However, for many women, the menstrual cycle
brings about monthly swings in their ability to sleep well, or feel
rested during the day. Even women who sleep well during their
child-bearing years may suffer for years or even decades as peri-
menopause turns into menopause with spontaneous wakenings
during sleep, with or without vasomotor symptoms. Further, when
untreated, these hormone-dependent sleep disorders can gradually
evolve into chronic insomnia with fractured, unrestorative sleep,
and significant daytime impairment. Women usually expect sleep
to be a challenge during pregnancy, but many do not realize
primary sleep disorders may develop that can seriously affect
fetal outcome as well as maternal health. This presentation will
review the important variables that impact sleep in women, and
discuss effective treatment strategies and diagnostic tools that
may be integrated into psychiatric practice.
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No. 21D
THE GOLDEN YEARS? SLEEP AND SLEEP
DISORDERS IN LATER LIFE

Milton Erman, M.D., San Diego Center, 10052 Mesa Ridge
Court--Suite 101, San Diego, CA 92121

SUMMARY:

Sleep is a dynamic process over the life cycle. “Common
knowledge” to the contrary, the amount of sleep that we require
for “normal function” does not decrease as we age. Rather, there
are changes in sleep depth, quality, and continuity seen as we age,
particularly associated with the presence of co morbid medical
conditions. Such comorbid medical conditions include (but are
not limited to) pain syndromes, depression, nocturia, COPD,
cardiac illness, etc. The changes in sleep seen include reductions
in sleep efficiency (the percentage of time spent asleep of time
spent in bed), increased numbers of awakenings over the course
of the night, and greater amounts of time spent asleep outside of
nighttime hours (naps in the morning or afternoon, time spent
dozing while reading or watching television in the evening,
etc.) Specific changes in sleep architecture are usually seen in
association with the aging process, beginning with reductions
in the amount and density of deep non-dreaming (delta) sleep
beginning as early as age 35 and progressing throughout the
life cycle, and increases in the amount of “light” stage 1 sleep
associated with increased age. These changes seem to occur
as a consequence of the natural aging process, but may be
intensified as a consequence of the effects of comorbid medical
and psychiatric conditions. It is not known whether “healthy
aging” reduces the probability that these changes will occur, or
whether individuals with better sleep quality are more resistant
to the ravages of the aging process. Specific sleep disorders are
also seen with increased frequency in older populations. These
include sleep apnea, REM sleep behavior disorder, and restless
legs syndrome (RLS) and periodic leg movements in sleep
(PLMS) all of which have specific diagnostic criteria and unique
treatment approaches.

No. 21D
SLEEP AND SLEEP DISORDERS IN CHILDHOOD AND
ADOLESCENCE

David N. Neubauer, M.D., Johns Hopkins Bayview Medical
Center, 4940 Eastern Avenue, Box 151, Baltimore, MD 21224

SUMMARY:

During infancy sleep-wake cycles evolve from a chaotic
pattern of random sleep episodes to an established rhythm with
a prominence of daytime and evening waking alternating with
nighttime sleep. Normally sleep is the deepest, longest, and most
consolidated during childhood. However, children and adolescents
are vulnerable to a variety of sleep disorders, which may
significantly impact daytime functioning and be associated with
psychiatric symptomatology. It is estimated that 25% to 40% of
childrenand adolescents experience disordered sleep. This talk will
review developmental aspects of normal sleep and will highlight
common pediatric sleep disorders. Among these conditions are
various insomnia syndromes, disorders of excessive sleepiness,
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parasomnias, sleep-disordered breathing, and circadian rhythm
disorders. Sleep disorders often are unrecognized in pediatric
populations for several reasons. Health-care professionals
seldom perform routine screening for sleep problems. Children
and their parents may not complain of primary sleep-related
symptoms, but rather present with the consequences of sleep
disturbances. The identification of sleep disorders in pediatric
patients is necessary for effective management and because the
sleep-related symptoms may indicate underlying psychiatric and
medical conditions. An overview of the evaluation and treatment
of childhood and adolescent sleep disorders will be presented.
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ISS22-ORGANIZING THE EVIDENCE:
OBSESSIVE-COMPULSIVE-RELATED
DISORDERS: NEW PERSPECTIVES TOWARD
DSM-V

SUPPORTER: JAZZ PHARMACEUTICALS, INC.

No. 22A
BRAIN IMAGING IN THE OBSESSIVE-COMPULSIVE
SPECTRUM DISORDERS

Stefano Pallanti, M.D., Mount Sinai School of Medicine, 5 East
98th Street, New York, NY 10029

SUMMARY:
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There is substantial evidence from structural and functional
imaging that obsessive-compulsive disorder (OCD) is mediated
by cortico-striatal-thalamic-cortical (CSTC) circuitry. There
is also growing interest in the possibility that various OCD
symptom dimensions (e.g., washing, hoarding) are mediated
by somewhat different components of this CSTC circuitry. An
initial hypothesis might then be that CSTC circuitry not only
is involved in conditions such as Tourette’s disorder, body
dysmorphic disorder, and trichotillomania, but also that different
components of the CSTC circuitry play a role in each of these
conditions. There is additional evidence from molecular imaging
and other studies that serotonin, dopamine, and glutamate play a
particularly important role in modulating CSTC dysfunction in
OCD, and that effective treatments act on these systems. There
are few molecular imaging studies of putative OCD spectrum
disorders, but such work may also ultimately shed light on
similarities and contrasts among these conditions.

No. 22B

NEW TREATMENT DEVELOPMENTS FOR
OBSESSIVE- COMPULSIVE AND RELATED
DISORDERS

Zohar Joseph, M.D., Division of Psychiatry, Chaim Sheba
Medical Center Ramat Gan Tel-Hashomer 52621

SUMMARY:

Obsessive compulsive disorder (OCD) is unique among
psychiatric disorders in that only serotonergic medications
appear to be therapeutically effective. Noradrenergic tricyclic
antidepressants are entirely devoid of anti-obsessive properties;
fixed-dose studies suggest that a high dose is needed to attain
maximum therapeutic benefit. The concept of OCD may be
broadened to include obsessive-compulsive-related disorders
(OCRDs), and treatment could be refined accordingly. A classic
example is OCD with tic disorder, for which combination treatment
using highly potent dopamine blockers and selective serotonin
inhibitors is indicated. However, the use of dopamine blockers in
OCD is not limited to this subset of patients; dopamine blockers
such as risperidone and quetiapine are effective augmentation
therapy in treatment-resistant patients. Some of the most severe
cases are those in which the family is involved in “helping” the
patient. Better instructions to family members about alternative
ways to assist the OCD patient, without collaborating with the
compulsions, are called for. Unless patients undergo detailed
and well-planned cognitive-behavioral therapy, along with
careful evaluation and assessment of the family environment,
they cannot be considered “resistant.” For those patients who
are actually resistant, neurosurgery, gamma knife treatment, and,
more recently, deep brain stimulation have been proposed, but
these should be reserved as a last-resort treatment. With advances
in our understanding of the complexity of OCD and OCRDs,
it may be possible to tailor treatment to the specific needs of
individual patients. Sophisticated pharmacologic interventions
and treatment that takes environmental factors into account, along
with improvements in diagnostic skills, all provide new hope for
this intriguing group of patients with OCD.

No. 22B
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ESTABLISHING ENDOPHENOTYPES FOR OBSESSIVE
-COMPULSIVE DISORDERS

Naomi Fineberg, M.A., Department of Psychiatry, Queen
Elizabeth Il Hospital Howlands, Welwyn Garden City
Hertfordshire, AL7 4HQ, United Kingdom

SUMMARY:

Neurocognitive or radiologic endophenotypes represent
heritable markers of brain dysfunction and more closely
represent genetic risk for complex polygenic mental disorders
than do overt behaviors. Obsessive-compulsive disorder (OCD)
has been linked with a group of purportedly related disorders
characterized by difficulties suppressing unwanted behavior.
Establishing endophenotypes for obsessive-compulsive related
disorders (OCRDs) may clarify the underpinning neurobiology,
focus the search for genetic contributions, and indicate new
treatment strategies. Such markers should be present in people
at risk of developing OCRDs, even in the absence of clinical
symptoms. Whereas OCD is characterized by compulsive acts,
trichotillomania is considered an impulse-control disorder. Both
patient groups showed impaired motor impulse control on the stop-
signal task (P<0.05), but only OCD patients showed additional
impairment on tests of cognitive flexibility (set-shift task)
(P<0.05). OCD patients with obsessive compulsive personality
Disorder (OCPD) were significantly more impaired on the set-
shift task than patients without OCPD (P<0.05). Thus, different
neurocognitive impairments involving inhibitory processes
appear to underlie impulsive and compulsive components of
these disorders. Deficits in response inhibition and cognitive
flexibility were also identified in unaffected first-degree relatives
of OCD patients (P<0.01). Stop-signal deficits in OCD patients
and relatives were associated with reduced gray matter volumes
in the fronto-striatal regions involved in impulse control and
habit learning. Permutation testing indicated familial effects on
variation of these magnetic resonance imaging markers. Thus,
structural variation in brain systems related to motor inhibition
may represent a radiologic endophenotype associated with
genetic risk for OCD.

No. 22C
MUSCLE DYSPHORIA AND ANABOLIC STEROID USE

Philip Seibel, M.D., Mount Sinai School of Medicine, 5 East 98th
Street, New York, NY 10029

SUMMARY:

Approximately 1 million Americans—primarily young
men, including 4% to 7% of male high school students—have
used anabolic androgenic steroids (AAS) to improve athletic
performance or personal appearance. The majority of users
of AAS use them for physique enhancement. Use of these
substances can be attended by psychiatric syndromes such as
Major depressive disorder, psychotic behavior, and gggression.
In addition, use of AAS may be a symptom of another condition:
muscle dysmorphia, or a preoccupation with one’s body, viewing
it as insufficiently lean or muscular. This body image distortion
can be considered a variant of body dysmorphic disorder (BDD)
or a reverse form of anorexia. One preliminary investigation
comparing males with BDD plus muscle dysmorphia with those
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with BDD but without muscle dysmorphia showed similar results
for the two groups on many variables, but men with muscle
dysmorphia had a higher prevalence of AAS and substance use,
were more likely to engage in several compulsive behaviors, and
exhibited significantly greater psychopathology in terms of quality
of life and suicide attempts. There is limited research describing
the relationship between AAS use and muscle dysmorphia, and
the phenomenon has received little attention; thus, this is an area
in need of scientific development and clinical focus.
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ISS23-UNDERSTANDING THE ENDOCANNABI-
NOID SYSTEM: KEY LINKS BETWEEN MIND,
BODY, AND NEUROPSYCHIATRY

SUPPORTER: SANOFI-AVENTIS

No. 23A

THE PSYCHIATRIC PERSPECTIVE: POTENTIAL
RELEVANCE TO THE UNMET NEEDS OF PATIENTS
WITH PSYCHIATRIC DISORDERS

Dan W. Haupt, M.D., Washington University School of
Medicine, Department of Psychiatry, Box 8134, 660 South
Euclid Avenue, St. Louis, MO 63110

SUMMARY:

Patients with severe mental illness are at increased risk for
metabolic disorders, contributing to their higher cardiovascular
mortality rates. This elevated risk is likely related to a combination
of factors, including the use of psychotherapeutics, the underlying
physiology of psychiatric disorders, and poor lifestyle habits. In
addition to increasing risk for cardiovascular disease, weight
gain is a significant source of patient poor adherence in bipolar
disorder and other psychiatric disorders. Approved medications
for the treatment of bipolar disorder and schizophrenia are
associated with a range of weight gain liabilities that can increase
cardiometabolic risk. Current lifestyle and pharmacotherapeutic
interventions for weight control have had very limited success
in psychiatric patients because they require high levels of
patient adherence, significant lifestyle changes, and/or they are
contraindicated in patients receiving antidepressants. These
factors present a significant challenge to psychiatrists who must
participate in the management of metabolic disorders while
ensuring at the same time that patients receive effective treatment
for their mental illnesses. Dr. Sachs will present an overview of
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current and potential future strategies for meeting this challenge,
including the possibility that pharmacotherapies directed at the
endocannabinoid system will play a role in future therapies. Dr.
Haupt will discuss insights into this challenge acquired from his
research on the metabolic effects of antipsychotic medications.
Improved understanding of the relationship between psychiatric
and metabolic disorders in these patients are essential for
improving outcomes, and may find application to management of
the broader population of patients under treatment for metabolic
disorders, such as diabetes or obesity.

No. 23C

THE METABOLIC PERSPECTIVE: CURRENT
AND EMERGING THERAPIES FOR METABOLIC
DISORDERS: EFFECTS ON MIND AND BODY

Louis Aronne, M.D., Weill Medical College of Cornell University,
New York, NY 10021

SUMMARY:

Metabolic disorders such as obesity, diabetes, dyslipidemia,
and cardiovascular disease have reached epidemic proportions
in the United States and are significant causes of morbidity and
mortality. Patients with metabolic disorders often suffer from
mood disorders as well, particularly depression. The presence
of a mood disorder can raise barriers to patient compliance in
the management of metabolic conditions, which rely heavily on
long-term lifestyle interventions, such as exercise and diet, and
self-care regimens. Pharmacotherapeutic interventions could
help overcome these barriers, but current choices are either
poorly effective, carry unsafe or unpleasant side effects, or are
contra-indicated in patients receiving antidepressants. The
endocannabinoid system (ECS) plays a role in regulating aspects
of mood as well as many aspects of metabolism, including effects
on liver, skeletal muscle, adipose tissue, and pancreatic function.
A number of new pharmacotherapies are emerging for metabolic
disorders, including some of which target the ECS. This
presentation will address the risks and benefits of both current
and emerging therapies for metabolic disorders.

No. 23D
THE CARDIOVASCULAR PERSPECTIVE:
INFLAMMATION, VISCERAL FAT, AND THE ECS

Jorge Plutzky, M.D., 77 Avenue Louis Pasteur NRB 742D, Boston,
MA 02115

SUMMARY:

The accumulation of visceral adipose tissue, also known
as central obesity, plays a key role in metabolic syndrome,
a constellation of risk factors for cardiovascular disease that
includes dyslipidemia, hypertension, and insulin resistance.
Central obesity is associated with a state of chronic inflammation,
at least in part due to the increased secretion by adipose tissue of
adipocytokines such as tumor necrosis factor-alpha, interleukin-
6, and plasminogen activator inhibitor-1. The most abundant
adipocytokine is adiponectin, which has anti-inflammatory,
anti-atherosclerotic, and anti-diabetic properties. Obese patients,
particularly those with visceral fat accumulation, have reduced
plasma levels of adiponectin. Many clinical studies show that
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low adiponectin is closely associated with metabolic diseases,
including atherosclerotic cardiovascular diseases, Type II diabetes
mellitus, hypertension, and dyslipidemia. The endocannabinoid
system has modulatory effects on both inflammation and immune
function, and the endocannabinoid receptor blocker rimonabant
raises adiponectin levels in humans. These findings suggest that
an enhanced understanding of the ECS will shed light on the
mechanisms by which central obesity leads to increased risk for
cardiovascular disease.

No. 23E
THE ENDOCANNABINOID SYSTEM: IMPACT ON
METABOLISM AND MOOD

Stephen Woods, Ph.D., University of Cincinnati Obesity Research
Center, Cincinnati, OH 45267

SUMMARY:

The endocannabinoid system (ECS) is a recently discovered
system of endogenous, lipid-like signaling molecules that includes
two G-protein coupled receptors, CB1 and CB2, and enzymes
devoted to synthesis, degradation, and signal termination. By
modulating a diverse array of synapse types, endocannabinoids
modulate both central nervous system (CNS) and peripheral
neurophysiological processes. Within the CNS, the ECS is
involved in the regulation of mood, attention, and learning and
memory, as well as CNS influences over energy homeostasis.
In the periphery, the ECS is involved in the modulation of pain,
inflammation and immune processes, as well as many metabolic
functions. Energy homeostasis occurs through complex
interactions among a number of neuroendocrine pathways that
form feedback loops between the brain and peripheral organs
and tissues. The ECS modulates these pathways on a number of
levels, including CNS effects on food intake, energy expenditure
and stress, as well as peripheral effects directly on liver, the
gastrointestinal tract, adipose tissue, and skeletal muscle. The ECS
system has generated considerable interest for its potential role in
anumber of disease states, including mood and neurodegenerative
disorders, neuropathic pain, addiction, obesity, and diabetes.

REFERENCES

1. Woods SC: The endocannabinoid system: mechanisms be-
hind metabolic homeostasis and imbalance. Am J Med
2007;120(2 Suppl 1):S9-17;discussion S29-32.

2. Pi-Sunyer FX, Aronne LJ, Heshmati HM, et al: Effect of
rimonabant, a cannabinoid-1 receptor blocker, on weight and
cardiometabolic risk factors in overweight or obese patients.
JAMA 2006; 295:761-775.

3. Plutzky J: Inflammation in atherosclerosis and diabetes mel-
litus. Rev Endocr Metab Disord 2004 ;5(3):255-259.

4. Haupt DW, Newcomer JW: Abnormalities in glucose regula-
tion associated with mental illness and treatment. J Psycho-
som Res 2002 ;53:925-933.

1SS24-SCHIZOPHRENIA: THE COMPLEXITY OF
REAL-WORLD CARE
SUPPORTER: JANSSEN PHARMACEUTICA AND RE-

SEARCH
No. 24A

36

REASONS FOR NON-ADHERENCE AND STRATEGIES
FOR IMPROVEMENT IN PATIENTS WITH
SCHIZOPHRENIA

Dawn 1. Velligan, Ph.D., Division of Schizophrenia and Related
Disorders UTHSCSA, Department of Psychiatry MS #7792,
7703 Floyd Curl Drive, San Antonio, TX 78229

SUMMARY:

The effectiveness of treatment regimens in patients with
schizophrenia is often impaired by medication nonadherence. Up
to 80% of patients diagnosed with a psychiatric disorder will be
non adherent at some point during their treatment. Unidentified
problems with adherence for the individuals they are treating
may lead physicians to change medications, increase medication
dosages, or add concomitant medications unnecessarily. Common
reasons for non-adherence include drug-related side effects,
lack of insight, misunderstanding of medication instructions,
forgetting, and the failure to establish routines that promote
appropriate adherence. There are also health service delivery
system problems that can contribute to problem adherence.
Psychiatrists can simplify a treatment regimen by employing
monotherapy whenever possible or switch medications to improve
the risk/benefit profile for the individual patient. In addition, use
of long-acting injectable antipsychotics can decrease the burden
on patients to remember to take medication everyday. Moreover,
with injectable medications, the treating physician knows
immediately when adose is missed and can intervene. Psychosocial
treatments such as cognitive behavior therapies, which focus on
establishing a solid therapeutic alliance, improving motivation
for treatment, and teaching problem-solving techniques, can
also be very beneficial to patients. Environmental supports such
as signs and pill containers with alarms can be used to bypass
cognitive problems and increase adherence. Combining multiple
intervention strategies (educational, behavioral, and affective)
may be the most effective way to improve adherence in patients
with schizophrenia. This presentation will review correlates
of medication nonadherence, rates of relapse, and methods of
measuring adherence. Strategies to increase adherence will also
be presented.

No. 24B

UTILIZING MEDICATION AND PSYCHOTHERAPY
TO OVERCOME SCHIZOPHRENIA: A PATIENT’S
PERSPECTIVE

Elyn R. Saks, J.D., Associate Dean and Orrin B. Evans
Professor of Law, Psychology, and Psychiatry and the
Behavioral Sciences USC Gould School of Law, 699 Exposition
Blvd, 418, Los Angeles, CA 90017

SUMMARY:

Elyn R. Saks is a chaired professor of law and psychiatry, an
advanced candidate at a psychoanalytic training institute, and
the author of three books and over 30 scholarly articles. She
graduated valedictorian of Vanderbilt University, was named a
Marshall scholar and studied at Oxford, and received her degree
with honors from Yale Law School. Remarkably, Professor Saks
has also been diagnosed with paranoid schizophrenia. She has
been hospitalized three times, required restraints and seclusion
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at times, and was considered to have a poor prognosis. She has
decided to come forward with the story of her life and illness.
She has recently published a book, The Center Cannot Hold: My
Journey Through Madness,” which tells the story of her illness,
recovery, and ongoing need for treatment to prevent recurrence
of psychosis. Professor Saks’s talk will describe the experience
of schizophrenia, beginning in childhood and adolescence, when
she first experienced episodic psychotic symptoms. She will
discuss her three psychiatric hospitalizations, the first of which
occurred when she was a Marshall Scholar studying at Oxford.
Despite numerous psychotic episodes, she was able to complete
her studies at Oxford, Yale Law School, and ultimately obtain
tenure at the University of Southern California Law School. Her
academic speciality area is mental health law, particularly the
capacity of the mentally ill to give informed consent for research.
Professor Saks will discuss her positive experience with intensive
psychoanalytic psychotherapy and her enhanced response to
atypical antipsychotic drugs. She will discuss the importance
of close and supportive friends and family, the importance of
her work to her; and how she has come to terms with having
schizophrenia and requiring life, long treatment. Professor Sak’s
goal in her talk and her books is to give hope to those who suffer
from schizophrenia and to increase the understanding of the
illness to those who do not.

No. 24C
ACHIEVING OPTIMAL OUTCOME IN SCHIZOPHRE-
NIA

Herbert Y. Meltzer, M.D., Vanderbilt University School of Medicine,
1601 23rd Ave. South, Suite 306, Nashville, TN 37212

SUMMARY:

Outcome in schizophrenia is highly variable, with some
patients showing remarkable recovery and others showing
severe deterioriation with regard to cognition and reality
testing. The results of a new 15-year follow up of patients with
schizophrenia showing the dissociation between cognitive
outcome and psychopathology will be presented. Broadly
speaking, antipsychotic drug treatment, psychosocial support, and
psychotherapy are the major elements in achieving the favorable
outcome, which Prof Elyn Saks described in this symposium.
This talk will focus on the role of antipsychotic drug treatment
in achieving improvement in psychosis, complementing the talk
of Professor Harvey on the effect of these agents on cognitive
impairment, but also note the limitations of all current types
of pharmacotherapy. The similarities and differences between
typical and atypical antipsychotic drugs will be emphasized.
While these two types of agents appear comparable in efficacy
for non treatment-resistant patients when appropriate doses
are compared, there is strong evidence for the superiority of at
least some atypical antipsychotic agents for treatment-resistant
patients, when given at a significantly higher dose than is required
for non treatment-resistant patients and for an adequate period of
time. These considerations help to understand the discrepancies
between the general findings in the literature and the recent CATIE
and Cutlass trials. Numerous strategies have been employed to
augment the efficacy of both typical and atypical antipsychotic
drugs, sometimes leading to polypharmacy without apparent
benefit to patients. I will review those strategies and discuss
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several that appear to have some merit. The talk will conclude
with a review of new antipsychotic drugs in development and
novel augmentation strategies and the need for novel strategies to
go beyond typical and atypical antipsychotic drugs.

No. 24D
EVALUATING ALL THE EVIDENCE FOR
ANTIPSYCHOTIC EFFICACY: CATIE AND BEYOND

Philip D. Harvey, Ph.D., Professor of Psychiatry and
Behavioral Sciences, Emory University School of Medicine,
Woodruff Memorial Building, 101 Woodruff Circle, Suite 4000,
Atlanta, GA 30032

SUMMARY:

The Clinical Antipsychotic Trials of Intervention Effectiveness
(CATIE) study compared the real-world effectiveness of
antipsychotics, including cognition as an outcome. The high
discontinuation rate and the low levels of clinical response seen on
the part of the patients may raise some questions about the sample
selection criteria used. As a result of several of these issues,
including the selective randomization of subjects to conventional
antipsychotic medications and the low doses that were employed
for many agents, CATIE did not provide clinicians with clear
answers to what is the most efficacious agent. The cognitive
outcomes from the CATIE study appeared counterintuitive, in
that olanzapine and risperidone, widely reported previously to
have efficacy for cognitive symptoms, were significantly inferior
to conventional treatments. In the post-CATIE era, new direct
treatments for cognitive abnormalities are being developed. The
results of the CATIE trial have also led to an increased sensitivity
to the complex issues of dosing for the wide-spectrum treatment
of schizophrenia, including the balancing of efficacy, side effects,
and cognitive benefits involved in each dose range. There have
been several positive developments in terms of treatment of
cognitive impairments in schizophrenia, including treatment
successes with atypical antipsychotics for the direct treatment
of functional disability, successes with cognitive remediation,
and improvements in real-world outcomes, and recent positive
results from treatment trials with cognitive enhancing agents.
The results of these studies are more optimistic than those of
CATIE and provide a clear suggestion that disability reduction
in schizophrenia is achievable through enhancement of cognitive
functioning.

No. 24E
METABOLIC SIDE EFFECTS OF ANTIPSYCHOTIC
DRUGS

William V. Bobo, M.D., Department of Psychiatry, Psychiatric
Hospital at Vanderbilt, 1601 23rd Avenue South Suite 3035,
Nashville, TN 37212

SUMMARY:

First-episode patients with schizophrenia have been shown to
have increased resistance to insulin, independent of any drug
treatment and lifestyle issues associated with the illness. Some
genetic factors shared by schizophrenia and risk for type 2
diabetes mellitus may account for this. Lifestyle issues such as
poor diet, lack of exercise, and lack of adequate medical care
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lead to a higher incidence of obesity and diabetes mellitus,
which may be attributed to insulin resistance. Beyond this, some
antipsychotic drugs increase the risk for metabolic complications
and cardiovascular disease. While the so-called metabolic
syndrome has been emphasized as a way to conceptualize this
risk, we will show how the triglyceride/HDL ratio serves as a
better indicator of cardiovascular risk. The ability of various
antipsychotic drugs to cause adverse metabolic consequences
will be highlighted. Recent studies suggest that histamine H1
antagonism, in particular, may contribute to the greater effect of
olanzapine and clozapine to cause weight gain. The increasing
evidence that weight gain with clozapine and olanzapine, but
not other antipsychotic drugs, predicts clinical response will be
discussed. Recent controlled studies that evaluate the time course
of weight gain, glucose, and lipid changes with the atypical
antipsychotic drugs will be reviewed, as will efforts to prevent
and reverse the adverse effects of the atypical agents. Switching
patients to those atypicals that cause minimal weight gain and
lipid changes appears to be an effective strategy that can be done
without causing relapse in most patients.
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ISS25- PLAQUES & TANGLES: APPLYING
GENETICS AND MOLECULAR TARGETS TO
UNRAVEL STRATEGIES FOR ALZHEIMER’S

DISEASE
SUPPORTER: EISAI

No.25A
MOLECULAR AND GENETIC MARKERS FOR
AD: IS THERE A ROLE FOR SCREENING?

Lindsay A Farrer, Ph.D., Boston University School of Medicine
Genetics Program L320715 Albany Street, Boston, MA 02118

SUMMARY:

Screening strategies for early detection and interventions have
been applied successfully to several cancers as well as diabetes,
hypertension, and hypercholesterolemia. However, the question
of whether or not to screen for Alzheimer’s disease (AD),
especially in cognitively healthy people, has been controversial.
Currently there exists no simple test or biological markers that
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detect all early AD pathologies. An ideal biomarker should be
related to the neuropathological changes, such as ?-amyloid
plaques or neurofibrillary tangles, which are the major changes
observed in the AD brain. In addition to improving the diagnosis
of AD, biological markers would be valuable in monitoring
the progression of the disease and in evaluating the efficacy of
therapies. A screening strategy developed from advances in AD
genetic research may provide a basis for susceptibility testing.
However, sensitivity of genetic screening tests is still under debate,
particularly in the area where transitions from normal function,
through mild cognitive impairment, to dementia are occurring.
In the future, it may be possible to identify high-risk persons
with no clinical symptoms years before they would be expected
to develop, providing opportunities for early interventions that
would delay or prevent the brain damage seen in fully developed
AD. Halting or delaying disease progression prior to onset of
noticeable symptoms would make a major contribution to the
quality of life and continued functioning of patients.

No. 25B
CURRENT TREATMENT STRATEGIES FOR AD

Jacobo E. Mintzer, M.D., 5900 Core Road, Suite 203, N.
Charleston, SC 29404

SUMMARY:

In AD, there is a dramatic decrease in cholinergic innervation
in the cortex and hippocampus due to the loss of neurons in the
basal forebrain. These findings have led to the development of
the traditional cholinergic hypothesis, which proposes that the
cognitive loss associated with AD is related to decreased cortical
cholinergic neurotransmission. Three acetyl cholinesterase
inhibitors—galantamine, rivastigmine, and donepezil—are
now approved by the FDA and are used for the treatment of
mild to moderate AD. All these available agents have shown
cognitive benefit over placebo; yet the benefit of these agents in
slowing disease progression, delaying nursing home placement,
or decreasing mortality remain unknown. Recent innovation
in cholinesterase inhibitor include the development of patch
(rivastigmine) which have shown comparable efficacy to the
solid dosage form but with three times fewer reports of nausea
and vomiting. Memantine, a N-methyl-D-aspartate receptor-
antagonist, exert its effect in interfering with glutamatergic
neuronal excitotoxcitiy. Memantine may be used as monotherapy
or in combination with a cholinesterase inhibitor for patients with
moderate Alzheimer’s disease, and as monotherapy for patients
with severe Alzheimer’s disease. Long-term follow up of one-
year treatment found that memantine to be safe and well-tolerated.
Cognitive and behavioral interventions and rehabilitation
strategies may be used as an adjunct to pharmacological treatment,
especially in the early to moderately advanced stages of disease.
Treatment modalities include counseling, psychotherapy (if
cognitive functioning is adequate), reality orientation therapy,
and behavioral reinforcements as well as cognitive rehabilitation
training. During the symposium new information on available
treatment and a summary of new upcoming approaches for both
cognitive and behvioral symptoms will be discussed.

No. 25C
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MOLECULAR MECHANISMS OF
NEURODEGENERATIVE DISEASES

Peter H St George-Hyslop,, Centre for Neurodegenerative Diseases,
Rm 119 Tanz Neuroscience Building, 6 Queen's Park Crescent W.,
Toronto,Ontario, M5S 3H2

SUMMARY:

Alzheimer’s disease is a multifactorial illness with both genetic
and non-genetic causes. Recent genetic studies have identified
a small number of genes associated with inherited risk for AD
(including for instance presenilin 1, presenilin 2, amyloid
precursor protein, and apolipoprotein E, and SORL1). These genes
account for about half of the total genetic risk for Alzheimer’s
disease. It is suspected that several other Alzheimer’s disease-
susceptibility genes exist, and their identification is the subject of
ongoing research. Nevertheless, biological studies on the effects
of mutations in the four known genes has led to the conclusion
that all of these genes cause dysregulation of amyloid precursor
protein processing and in particular dysregulation of the handling
of a proteolytic derivative termed Abeta. The accumulation of
Abeta appears to be an early and initiating event that triggers a
series of downstream processes including misprocessing of the
tau protein. This cascade ultimately causes neuronal dysfunction
and death, and leads to the clinical and pathological features of
Alzheimer’s disease. Knowledge of this biochemical cascade
now provides several potential targets for the development of
diagnostics and therapeutics.

No. 25D

CHALLENGES FACED BY PSYCHIATRISTS IN
THE MANAGEMENT OF AD: ETHNIC, GENETIC
AND ENVIRONMENTAL FACTORS

Jessica L Broadway, M.D., Medical University of South Carolina
Geropsychiatry Division, 171 Ashley Avenue, Charleston, SC
29425

SUMMARY:

Of the estimated 4 million individuals with AD in the US, only
60% of probable AD cases are diagnosed, with little more than
half of those receiving treatment. One of the possible reasons
for this problem is the large role primary care physicians have
in adequately diagnosing and referring AD treatment. Diagnosis
of AD is difficult and to date no specific diagnostic tests of the
disease are available. Some evidence indicates a role for positron
emission tomography or single photon emission computed
tomography in the diagnosis of AD as well as the use of MRI.
Further challenge in the optimal management of AD is the low
participation of ethnic minorities in clinical trials. The low
participation rate prevents meaningful evaluation of treatment
differences among races and ethnic groups.

This presentation will review the challenges faced by
psychiatrists to provide optimal management of AD. Strategies
to overcome these barriers by incorporating current and emerging
treatment paradigms will also be described.

No. 25E
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EPIDEMIOLOGY OF AD: UNRAVELING THE
TANGLE OF INFORMATION

Richard Mayeux, M.D., Taub Institute for Research of Alzheimer's
Disease and the Aging Brain, Columbia University, New York, NY
10032

SUMMARY:

As the US population ages, the prevalence of AD is expected to
rise dramatically. Determining the true prevalence and incidence is
inexact due to difficulties in definition and detection of the illness.
Problems with diagnostic inaccuracy and insidious disease onset
influence our ability to observe risk factor association.

Several risk factors have been implicated and include: a family
history of Alzheimer-type dementia, cardiovascular disase and
head injury. Genetic variants in five genes have also been shown
to alter the risk of developing AD. Mutations in the amyloid
precursure protein, presenilin 1 and 2 cause early-onset disease,
while polymorphic variants in apoliproprotien E and the sortilin
receptor, SORL1. However, genetic variation may not totally
explain the frequency of this disease. Alternatively, AD may
be related to a combination of genetic and environmental risk
factors.

The goal of epidemiology is to identify specific genetic and
environmental factors involved in AD, determining their relative
importance and understanding their interactions in order to
prevent and treat the disease.
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ISS26-NOVEL PERSPECTIVES TOWARD

A BETTER UNDERSTANDING OF MAJOR
DEPRESSIVE DISORDER

SUPPORTER: BRISTOL MYERS SQUIB COMPANY AND
OTSUKA AMERICA PHARMACEUTICALS INC.

No. 26A
COMBINING ANTIDEPRESSANTS: IS THERE
EVIDENCE FOR SYNERGY?

Craig Nelson, M.D., University of California San Francisco,
401 Parnassus Avenue, PO Box 0984, San Francisco, CA 94143

SUMMARY:

Depression is a common disorder that is frequently resistant
to initial treatment. In Sequential Treatment Alternatives to
Relieve Depression (STAR*D), only 33% of patients with major
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depression remitted after a vigorous course of treatment. After
two treatments, nearly half the patients failed to remit. Findings
like this have led to a search for more effective treatments. One
of these strategies is to combine two marketed antidepressants
or combination therapy. The rationale is that some agents have
different mechanisms of action that may have synergistic effects.
Essentially this means combining agents from different classes.
The improved tolerability of second-generation antidepressants
has facilitated this approach. The combination of tricyclic
antidepressants and monoamine oxidase inhibitors was the
first such strategy described, but is complicated by serious
safety issues. Because combination treatment involves drugs
of different classes, the number of combinations is limited.
The most popular is the combination of a selective serotonin
reuptake inhibitor (SSRI) with the catecholamine reuptake
inhibitor bupropion, but the evidence for this combination is
lacking placebo-controlled data. The combinations of an SSRI
with a norepinephrine reuptake inhibitor or an SSRI with the a-
2 antagonist/5-HT2 antagonist mirtazapine are both supported
by double-blind, controlled trials, but both of these controlled
trials were quite small. Combining different SSRIs with similar
mechanisms is not considered rational polypharmacy. Because
venlafaxine and duloxetine both have relatively greater serotonin
than norepinephrine reuptake potency, combining one of these
agents with an SSRI is not recommended. This presentation will
review the efficacy, tolerability, and safety issues associated
with the common combinations, and issues associated with the
administration will be discussed.

No. 26B
THE ROLE OF GLUTAMATE IN MDD
NONRESPONSIVE TO STANDARD THERAPIES

Sanacora Gerard, M.D., Yale Medical Group, Connecticut
Mental Health Center, Clinical Neuroscience Research Unit, 34
Park Street New Haven, CT 06511

SUMMARY:

Increased awareness of the limitations of existing antidepressant
treatments that almost exclusively target the monoaminergic
systems provides a strong impetus for the development of
novel antidepressant treatments with unique targets of action.
Emerging evidence suggests that amino acid neurotransmitter
systems (GABA and glutamate) contribute to the pathogenesis,
pathophysiology, and treatment of mood disorders. GABAergic
involvement in the pathophysiology and treatment of mood
disorders is supported by several lines of evidence including:
(1) animal studies showing stress-related changes in GABAergic
function, (2) the ability of GABA agonists and antagonists
to modulate behavioral models of depression in rodents, (3)
GABAergic effects of existing antidepressant medications,
(4) evidence of clinical antidepressant efficacy associated with
GABAergic drugs, and most convincingly (5) demonstration of
GABAergic abnormalities and genetic associations in depressed
patients. Supporting evidence for the role of glutamate in the
pathophysiology of mood disorders comes from: (1) demonstration
of glutamatergic abnormalities in patients with major depressive
disorder (MDD), (2) glutamatergic effects of antidepressant
and mood stabilizing medications, (3) animal studies showing
stress-related changes in glutamatergic function and its possible
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relationship to the pathophysiology and pathogenesis of MDD,
and most recently 4) the effectiveness of glutamate-modulating
agents in the treatment of depression. This presentation will
briefly highlight some of the clinical and preclinical findings
suggesting that amino acid neurotransmitter systems contribute
to the pathophysiology of mood disorders. It will then focus on
reviewing the results of recent studies examining the clinical
efficacy of glutamate-modulating agents such as ketamine and
riluzole in TRD.

No. 26C
AUGMENTATION STRATEGIES IN TREATMENT-
RESISTANT DEPRESSION

Maurizio Fava, M.D., 15 Parkman Street, WACC-812, Boston, MA
02114

SUMMARY:

The efficacy of antidepressant monotherapy is somewhat limited,
particularly in real-world settings. The Sequential Treatment
Alternatives to Relieve Depression (STAR*D) trial has shown
that treatment with the selective serotonin reuptake inhibitor
citalopram in primary and specialty care leads to remission only in
one in three patients. When patients with major depressive disorder
do not respond adequately to antidepressant treatment, clinicians
often add another augmenting compound to the antidepressant
regimen, particularly in the event of partial improvement or
response. Augmentation strategies appear to be relatively safe and
effective approaches to Treatment-Resistant Depression. STAR*D
has evaluated the three best-studied augmentation strategies
in the literature, namely buspirone, lithium, and T3. STAR* D
did not evaluate some of the other augmentation strategies that
are frequently used in practice, such as atypical antipsychotic
agents, methylfolate, s-adenosyl-methionine, psychostimulants,
and modafinil. In particular, atypical antipsychotics have been
studied even more extensively as augmentation strategies in
resistant depression in the past decade and there are now several
double-blind studies (e.g., aripiprazole, risperidone, olanzapine)
to help clinicians make informed choices. This presentation will
review the existing literature on augmentation strategies and will
examine the pertinent results of STAR*D.

No. 26D
THE ROLE OF PHARMACOGENETICS IN
TREATMENT-RESISTANT DEPRESSION

Roy H. Perlis, M.D., 15 Parkman Street WACC 812, Boston, MA
02114

SUMMARY:

Individuals with major depressive disorder (MDD) show
wide variation in their response to antidepressant treatment. In
addition to the many environmental factors that can contribute to
these differences, genetic variation also influences antidepressant
treatment response. This variation may contribute to treatment
resistance by influencing drug metabolism (pharmacokinetics)
as well as pathways by which drugs exert their therapeutic
effect (pharmacodynamics). To date, there is little evidence
that polymorphisms in cytochrome p450 genes play a large
role in treatment resistance. However, multiple genes have
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now been implicated in antidepressant efficacy as well as
tolerability and may thereby contribute to treatment resistance
in MDD. This presentation will describe such findings and
discuss how identifying these genes could help to elucidate the
pathophysiology of treatment-resistant depression (TRD) itself,
and aid in stratifying patients’ risk for TRD.

No. 26E
NEUROSTIMULATION APPROACHES TO
TREATMENT-RESISTANT DEPRESSION

Sarah Lisanby, M.D., NYS Psychiatric Institute, Room 5214
Unit/Box:21 1051 Riverside Drive, New York, NY 10032, New
York, NY 10032

SUMMARY:

Managing patients with treatment-resistant depression remains
a challenge for the clinician. Drugs and psychotherapy are
inadequate for relieving depressive symptoms in a substantial
proportion of depressed patients. Approximately 50% of
depressed patients do not respond to a trial of a particular
antidepressant, and as many as 20% of patients do not respond
to any antidepressant medication. As a result, many patients
with major depression are not treated adequately, and some
will suffer from chronic, debilitating symptoms. Given that a
considerable portion of patients with depression do not respond
to or remit during pharmacotherapy, there is increasing interest
in nonpharmacologic strategies to treat depressive disorder. For
patients with treatment-resistant depression, other therapeutic
options must be considered. Neurostimulation is an evolving
treatment that holds promise for patients with refractory
depression. Neurostimulation is a physical intervention that uses
application of either electric current or magnetic field to directly
stimulate the brain or central nervous system. The various
techniques include electroconvulsive therapy (ECT), repetitive
transcranial magnetic stimulation (rTMS), magnetic seizure
therapy (MST), vagus nerve stimulation (VNS), and deep brain
stimulation (DBS). Although ECT has been in use for several
decades, the technique is still being refined and improved. The
other neurostimulation treatments are newer and their efficacy
will be reviewed.
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ISS27-INDIVIDUALIZING TREATMENT PLANS
FOR TOTAL HEALTH IN PATIENTS WITH BIPO-
LAR DISORDER

SUPPORTER: ORGANON , A PART OF SCHERING-
PLOUGH

No. 27A
LONG-TERM TREATMENT STRATEGIES TAILORED
FOR COMORBID PRESENTATIONS

David Kemp, M.D., Bipolar Disorder Research Center, Case
Western Reserve University, 11400 Euclid Ave., Suite 200,
Cleveland, OH 44106

SUMMARY:

Patients with bipolar disorder often suffer from comorbid
psychiatric and general medical illnesses. In fact, the National
Comorbidity Survey Replication has identified that the number
of patients with three or more comorbid conditions is remarkably
higher than comorbidity with only one disorder across the bipolar
spectrum. Conditions commonly seen in comorbid presentations
of bipolar disorder include substance abuse, anxiety disorders,
and disorders of metabolism such as obesity and the metabolic
syndrome. Clinical studies suggest that comorbidity in the
bipolar population is associated with greater mood disorder
severity, including a heightened risk for suicide, lower likelihood
of symptomatic remission, and poor functional recovery. Medical
hazards extend this risk to include increased mortality from
natural causes such as cardiovascular disease. A relative paucity
of controlled pharmacotherapy trials conducted across comorbid
presentations of bipolar disorder present unique therapeutic
challenges for determining the optimal long-term illness
management. This presentation will integrate accumulating
controlled-trial evidence that addresses maintenance phase
treatment outcomes with results from trials that generalize to
comorbid presentations of bipolar disorder. Concerns arising
from long-term pharmacological treatment will be highlighted, as
well as the role of newer agents and strategies employing the use
of combination therapies. Emerging evidence intended to narrow
the disparities between clinical practice and research settings will
be reviewed.

No. 27B
THE IMPORTANCE OF EARLY RECOGNITION AND
TREATMENT OF BIPOLAR DISORDER

Karen D. Wagner, M.D., University of Texas Medical Branch,
Department of Psychiatry and Behavioral Sciences, 1.302
Rebecca Sealy, 301 University Boulevard, Galveston, TX
77555-0188

SUMMARY:

Recent attention has focused on the importance of early
recognition of bipolar disorder in youth. Adults who report an
onset of bipolar disorder in childhood have been found to have
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more severe mania, more depressive episodes, fewer days well,
and more suicide attempts than adults with a later onset of illness.
Children with bipolar disorder often have mixed states, long
episode duration, and high rates of relapse after recovery from
illness. Given the significant impairments in social, academic, and
family functioning associated with pediatric bipolar disorder, it is
important to identify effective treatments. This presentation will
discuss the clinical presentation of bipolar disorder in children,
screening instruments that assist in detection, the current status
of pharmacological treatments, side effects, a of commonly used
psychotropic medications, medication treatment algorithm, and
the role of adjunctive psychosocial treatments and support groups
for families.

No. 27C
IMPROVING TREATMENT OUTCOMES IN BIPOLAR
DISORDER

Robert M. Hirschfeld, M.D., University of Texas Medical
Branch, Department of Psychiatry & Behavioral Sciences
1.302 Rebecca Sealy, 301 University Blvd., Galveston, TX
77555-0188

SUMMARY:

Bipolar disorder is a recurrent and sometimes chronic illness
involving episodes of depression and mania or hypomania.
This complex and multidimensional illness presents particular
challenges with regard to treatment and assessing clinical
outcomes. The first goal of acute treatment is a positive response.
The next goal is remission. Finally, we strive for sustained
remission, hopefully full recovery. This presentation will critically
evaluate and review response rates, remission rates, and sustained
remission rates of treatment options (both pharmacologic and
psychosocial) for bipolar mania and depression. Currently the
response rate for acute monotherapy for mania is 49% and 59%
for combination; and 48% for bipolar depression. The median
remission rate for acute monotherapy for mania is 45% and for
combination therapy is 51%; and for bipolar depression is 51%.
The sustained remission rate is around 35%. Ways to improve the
rates are discussed.

No. 27D
EVIDENCE-BASED APPROACHES TO TAILORING
INDIVIDUAL TREATMENT PLANS

Terry Ketter, M.D., Stanford University School of Medicine,
Department of Psychiatry and Behavioral Sciences, Mail Code
5723 PBS #2200, Stanford, California 94305-5723

SUMMARY:

The substantial interindividual variability in patients with
bipolar disorder needs to be considered for optimal treatment
planning. Thus, individual characteristics such as age, gender,
ethnicity, primary diagnosis (e.g., bipolar I vs. bipolar II disorder),
comorbid psychiatric and medical diagnoses, phase of illness,
course of illness, therapeutic and adverse prior treatment effects,
most recent episode, current interpersonal and occupational
stressors and level of function, and patient preferences need to
be integrated into treatment plans. Because efficacy data from
randomized controlled trials have limited generalizability, they
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need to be integrated with effectiveness data from randomized
controlled trials as well as systematic clinical observations for
an evidence-based approach to the substantial challenges of
individualizing treatment plans. For example, data indicate that
patients with comorbid substance-use disorders, rapid cycling,
mixed episodes, and many prior episodes respond less well to
lithium than patients lacking these features. Important alternative
interventions for such patients include divalproex, carbamazepine,
lamotrigine, and atypical antipsychotics. Similarly, patients with
severe and highly recurrent bipolar disorder may have poorer
responses to intensive cognitive-behavioral therapy than patients
lacking these features. In patients receiving naturalistic treatment,
residual depressive or manic symptoms appear associated with
earlier depressive recurrence, while residual manic symptoms
appear associated with earlier manic, hypomanic, or mixed
episode recurrence. Medical factors are also important. For
instance, patients with obesity experience earlier episode
(particularly depressive episode) recurrences during maintenance
treatment than those without obesity. Thus, careful integration
of individual patient characteristics is necessary to enhance
outcomes in patients with bipolar disorder.
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No. 28A
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PUTTING OUR VOICE TO ACTION IN THE
MANAGEMENT OF CHILDHOOD ADHD:
RECOGNITION, DIAGNOSIS AND MANGEMENT

Aude Henin, Ph.D., Masachusetts General Hospital, Pediatric
Psychopharmacology Unit, 185 Alewife Brook Pkwy, Suite
2000, Cambridge, MA 02138

SUMMARY:

ADHD was long thought to be a disorder of childhood, but it is
now recognized to affect individuals across the lifespan. Although
both children and adults can be diagnosed with ADHD, the clinical
presentation varies between the two populations and in both cases,
it can be difficult to diagnose. Appropriate diagnosis of ADHD is
crucial if rational, evidence-based management strategies are to
be applied. In this symposium, faculty will review approaches
for recognizing and diagnosing ADHD in children and adults and
will describe cutting edge research evidence to aid psychiatrists
in treatment planning for these populations.

No. 28B

CASE PRESENTATION:CHILDHOOD ADHD
Richard D’Alli, M.D., DUMC 2096, Durham, NC 27710

SUMMARY:

ADHD is a prevalent problem in children and adolescents, yet
it remains difficult to diagnose because of overlapping symptoms
with other childhood psychiatric disorders and behavioral
problems. Inaddition, the stigmaassociated with ADHD may make
patients or their parents reluctant to come forward for treatment
and may give parents pause about allowing their children to take
medication. For patients that do seek treatment, psychostimulants
are first-line pharmacotherapy, with demonstrated efficacy and
safety. Psychostimulant therapy is associated with an average of
70% improvement in core behavioral symptoms and associated
functional impairment. However, a number of practical issues
may limit the efficacy of psychostimulants. First, adherence to
medicationregimens often proves challenging in children. Second,
psychostimulants as a class possess substantial pharmacokinetic
variability that may lead to unpredictable bioavailability in certain
patients. Furthermore, a subset of patients may fail to respond to
psychostimulants or have side effects that preclude use. Given
the known efficacy and safety of this class of medications for
childhood ADHD, the search for solutions to these problems
remains active. Newer treatment options such as long-acting or
patch preparations as well as non-stimulant medications increase
the options clinicians have to optimize outcomes in their patients.
In this case-based symposium, faculty will discuss current issues
in the identification and diagnosis of ADHD in children and will
review state-of-the-art, evidence-based practices for long-term
management.

No. 28C
ADULT ADHD: HOW WELL DO WE RECOGNIZE AND
MANAGE THE CONDITION?

Joel Young, M.D., 441 S. Livernois, Ste.205, Rochester Hills, MI
48307
SUMMARY:
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ADHD is the most prevalent neuropsychiatric disorder in
childhood. Sixty percent of these cases persist into adulthood
and often go undiagnosed. Although adult patients with ADHD
frequently suffer from comorbid psychiatric disorders such as
anxiety (9.5%), bipolar disorder (21.2%), and depression (32%),
medical and prescription claims data show that less than 2.5%
of these patients had a documented diagnosis of ADHD. The
consequences of unrecognized ADHD can be severe. These adults
experience significantly more career-related difficulties, earn
less, and are more often unemployed than the general population.
Adult ADHD is a significant, yet treatable, public health problem.
Pharmacologic treatment combined with psychotherapy clearly
helps to manage the disease, and emerging treatments provide
clinicians with more tools to individualize and optimize treatment.
This presentation will utilize interactive video case presentations
to discuss the latest evidence regarding recognition, diagnosis,
and management of adults with ADHD.

No. 28D
WHAT IS THE ROLE OF NON-PHARMACOLOGIC
THERAPY IN ADHD?

Scott H. Kollins, Ph.D., 718 Rutherford St., Durham, NC 27705

SUMMARY:

Patients with ADHD can be stabilized with pharmacologic
treatment about 60% to 70% of the time. However, drug therapy
alone leaves several needs unmet. Response to treatment is not
uniform between patients, and it depends on the severity of the
underlying disease. Thus, a notable proportion of patients may
have ADHD-related residual symptomatology, anxiety, and
depression even after initiating pharmacotherapy. Moreover,
pharmacotherapy does not modify or optimize the coping
mechanisms necessary to deal with deficits in executive functions.
Coping mechanisms and adaptive strategies evolve over time as
children, teenagers, and adults deal with the particular pressures
of their respective environments. To assist patients with ADHD
in maximizing the benefits of drug treatment, various models
of adapted adjunctive non-pharmacologic therapy have been
studied. One study of adults with residual symptoms showed that
drug therapy plus modified cognitive-behavior therapy (CBT)
was significantly better than drug therapy alone. Cognitive-
behavior therapy addressing parenting skills also has been
reported to be successful for adult parents with ADHD. This
presentation will provide an evidence-based review of the
rationale for and applications of non-pharmacologic management
in patients with ADHD. Discussion of the age-adapted goals of
non-pharmacologic therapy in ADHD and the place of support
networks will provide clinicians with the tools needed to optimize
outcomes in their patients.
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ISS29-BEYOND PAIN TO “FIBROFOG” AND
SLEEP IMPAIRMENTS: IMPLICATIONS FOR
NEUROCIRCUITRY AND TREATMENTS IN FIB-
ROMYALGIA

SUPPORTER: PFIZER INC.

No. 29A
MANAGING PAIN SYMPTOMS IN FIBROMYALGIA

Daniel J. Clauw, M.D., Michigan Institute for Clinical and
Health Research The University of Michigan, 24 Frank Lloyd
Wright Drive, Ann Arbor, MI 48106

SUMMARY:

Pain perception in fibromyalgia is highly variable across
patients. In a given day, an individual’s pain may fluctuate
from nil to extreme discomfort. Given this unstructured pain
level, management of pain symptoms can be difficult. Currently
pregabalin, an antiepileptic, is the only FDA-approved drug for
the treatment of pain in fibromyalgia. Its mechanism of action
includes binding to the alpha 2 delta ligand of voltage-gated
sodium channels. Other pharmacotherapies are being examined
for their efficiency in treating neuropathic pain symptoms. These
include milnacipran, which is presently available for treatment
of fibromyalgic pain in countries other than the U.S., duoxetine,
fluoxetine, citalopram, and paroxetine. This lecture will include
information on the commonly studied tricyclic antidepressants,
SSRIs, and SNRIs for treatment of pain symptomatology in
fibromyalgia. The use of polypharmacy will be introduced, as
many patients’ symptoms may not be alleviated with monotherapy
and may need augmentation to experience more relief. Cognitive-
behavioral therapy, mindfulness training, and other alternative
therapies will also be discussed. In addition, a patient case will be
introduced to further enhance learning of how various drugs may
benefit an individual experiencing neuropathic pain.

No. 29B
“FIBROFOG”: IDENTIFYING AND TREATING
COGNITIVE DYSFUNCTION IN FIBROMYALGIA

Nikhil D. Nihalani, M.D., SUNY Upstate Medical University
Syracuse, NY, 713 Harrison St, Syracuse, NY 13210

SUMMARY:

Patients with fibromyalgia often experience cognitive symptoms,
including memory impairment and decline of mental clarity. These
difficulties have been coined “fibrofog,” and can co-exist with
dissociation, creating perceived cognitive dysfunction. Fibrofog
implies fuzzy, blurred feelings of forgetfulness, including difficulty
processing information following conversations, decreased ability
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tothink, and sensory overload. Since normal cognitive function has
a tendency to decline with age, it is possible that these symptoms
are overlooked in the older fibromyalgia population. Current
research indicates an increased need in screening for cognitive
dysfunction, though it is noted that memory deficits in these
patients may be more related to allocation of attention rather than
focal attention. This allocation of attention is not readily tested
using today’s screening methods. Treatments for the cognitive
dysfunction aspect of fibromyalgia are not specific; generally
medications used to treat the majority of symptoms will affect
the cognitive aspect to a certain degree. Recent findings indicate
that treatments commonly used for Alzheimer’s and ADHD such
as stimulants, modafinil,and buproprion may be beneficial in the
treatment of cognitive symptoms. Using a combination of drugs
may benefit these patients so that symptoms other than just pain
alleviation are ameliorated. This lecture will further discuss the
cognitive pathways behind the fibrofog mystery, and will indicate
which drugs may be most beneficial in alleviating the sense of
fogginess. Future directions for research will be discussed, and a
case example will be introduced.

No. 29C
FIBROMYALGIA AND SLEEP IMPAIRMENT: HOW
THEY RELATE

Sonia Ancoli-Israel, Ph.D., Department of Psychiatry 1164;
VASDHS; 3350 La Jolla Village Drive, San Diego, CA 92161

SUMMARY:

Sleep disturbance is common in fibromyalgia. Common sleep
problems reported include sleep apnea, restless legs, periodic
limb movements, and fatigue. Restorative sleep is crucial to
these patients, as decreases in slow wave sleep can lead to an
increased perception of pain and fibrofog. The relationship
between fibromyalgia and sleep appears to be reciprocal; the less
sleep a patient gets, the more fatigued and pained he/she may
feel. On the other hand, the more pain the patient feels may lead
to less sleep due to discomfort, creating an unrelenting cycle.
In order to break this cycle, treatment must be administered.
Common medicinal interventions include antidepressants,
though research has indicated that they often have positive short-
term effects and may begin to be less effective as time elapses.
Cognitive-behavioral therapy (CBT) has shown positive results
with fibromyalgia patients complaining of sleep disturbances. In
arecent study by Edinger et al. (2005), patients with fibromyalgia
expressed an approximately 50% increase in sleep quality when
they received CBT versus patients who received only sleep
hygiene therapy and usual fibromyalgia treatment. This effect
appears to hold fast in several studies, leading researchers to
suggest CBT as an augmenting therapy for fibromyalgia that may
assist in solving the sleep problems experienced by these patients.
This lecture will focus on the relationship between fibromyalgia
and sleep, as well as define the best-known treatments for the
sleep impairment aspect of fibromyalgia and the role that CBT
may play in treatment.

No. 29D
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INDICATIONS OF FIBROMYALGIA ORIGIN AND
MECHANISMS OF ACTION OF TREATMENT OPTIONS

Stephen M. Stahl, M.D., 1930 Palomar Point Way,Suite 103,
Carlsbad, CA 92008, Carlsbad, CA 92008

SUMMARY:

There is now a compelling reason to believe that fibromyalgia
is a true syndrome that warrants attention and treatment. Current
evidence suggests that perceived increases in pain may be due to
dysfunctional central pain processing. The ascending nociceptive
pathway is modulated by descending inhibitory pathways,
which in fibromyalgia may be functioning abnormally. This
central sensitization involves nerve activity, receptive fields, and
amplified stimulus responses. Serotonin, norepinephrine, and
dopamine are involved in the transmission of pain stimuli, such
that as neurotransmitters, they can affect the pain pathways. Gene
polymorphisms are more likely to exist in fibromylagia than
normal controls, which may be due in part to genetic or biological
factors. The mechanisms of action behind current treatments
include ion channel and monoamine involvement. In cognitive
circuitry, neurotransmitters norepinephrine and dopamine are
at the forefront of dysfunction, with brain areas such as the
dorsolateral prefrontral cortex involved as well. Slow wave sleep
is also impaired in fibromyalgia, though treatments are often
aimed at pain relief, rather than alleviation of cognitive and sleep
comorbidities. This lecture will focus on the pain pathways that
may be altered in fibromyalgia patients, as well as distinguish
pertinent reasons for clinical trials of SHT2C antagonists for
treatment of all fibromyalgic symptoms.
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SCIENTIFIC AND CLINICAL REPORT SESSION 01-
FORENSIC PSYCHIATRY

No. 1
PROFILE OF PERPETRATORS WITH IMPULSIVE VIO-
LENT BEHAVIOR

Rob Brouwers, M.D., Grote Zilverreiger 10, 9648DK Wildervank,
Netherlands, Wildervank, Netherlands 9648DK, Karel T.I. Oei,
Ph.D., Martin Appelo, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to better recognize impulsive violent behavior based on reward-
delay and rapid-response impulsivity. The participant will learn
the factors associated with impulsive violent behavior and the
assessment instruments to detect these factors. In the end, recog-
nition is improved of the profile of perpetrators with impulsive
violent behavior.

SUMMARY:

This presentation focuses on the clinical difference between
impulsive violent behavior based on reward-delay and rapid-re-
sponse impulsivity. Self-questionnaire assessment instruments
related to the factors associated with impulsive violence found in
the literature were completed by 44 perpetrators and 56 persons
in a control group. After principal component analysis, perpe-
trators and the control group members differed on three factor-
groups: (1) alcohol, drugs and weapon; (2) verbal intelligence;
and (3) impulsivity, arousability, anger, hostility and physical
aggression. Closer examination of the perpetrators showed an
Impulsive Violent Disorder based on rapid-response impulsiv-
ity with the following criteria: (1) violent behavior as a response
to a provocation; (2) the violent behavior occurs within a short
time span; (3) the level of violence is highly extreme compared
to the provocation; (4) there is a logical and less violent alterna-
tive available; (5) immediately prior to and during the violence
no inner consideration takes place; and (6) important information
is missed.
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No. 2

THE VALIDITY OF PSYCHIATRIC IMPAIRMENT AS-
SESSMENT: A COMPARISON OF TWO SYSTEMS IN
CLINICAL PRACTICE

Gordon Davies, M.B., 33 Smith Street, Wollongong, Australia 2500

EDUCATIONAL OBJECTIVES:

At the end of this presentation, the participant should have a
greater awareness of: (1) the arbitrary nature of the medicolegal
assessment of psychiatric impairment and the lack of an evidence
base; and (2) the problems in developing an equitable interval
scale and the differing values put by the community on degrees of

improvement depending on the severity of impairment.

SUMMARY:

Objective: To compare the outcomes of impairment assessment
systems based on the AMA Guides 2nd and 4th editions with
each other and with the HONOS. Method: Psychiatric evaluations
using scored modifications of the AMA 2nd edition protocol (in
use in the Australian State of Victoria) and of the 4th edition
(used in New South Wales) together with ratings on the Health
of the Nation Outcome Scale (HoNOS) were carried out on 110
patients who presented with compensable injuries for assessment
at a private psychiatric practice. The results of the formal percent-
age evaluations as well as the raw scores were compared and the
relationship of the subscales on each protocol examined. Result:
The raw scores were all highly correlated although the percent-
age estimate of impairment varied substantially and systemati-
cally between the systems. The correlations between the subscale
scores indicated that there is a substantial overlap between the
domains sampled in the Sth edition based system whereas only
the behavioral subscale showed such an overlap in the 2nd edi-
tion based system. Conclusion: Using the raw scores, it is clear
that there is substantial correlation between the scores and with
the HONOS suggesting that they do sample a core concept of im-
pairment. However, the resulting assessed impairment is clearly
biased by the arbitrary scoring methods used which, in the case
of the AMA 4th edition based scale, transforms a normally dis-
tributed set of scores to a set skewed toward low percentages. The
internal correlations suggest that apart from the behavior scale
the domains sampled by the 2nd edition format are relatively in-
dependent, but that those sampled by the 4th edition format have
substantial overlap. The merits of alternative scoring systems and
the weighting of these in accord with community estimations of
varying degrees of disability are reviewed.
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No. 3
FATHERS WHO KILL THEIR CHILDREN

Sara West, M.D., Department of Psychiatry, University Hospitals -
Case Medical Center, 11100 Euclid Avenue, Cleveland, OH 44106,
Susan Hatters Friedman, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) recognize the role of paternal filicide in a historical con-
text; (2) identify characteristics common to fathers who kill their
children; and (3) compare and contrast maternal and paternal fili-
cide.

SUMMARY:

Objective: Filicide, or the murder of a child by a parent, is
unfathomable. Though the majority of the literature focuses on
maternal filicide, roughly half of filicidal acts are committed by
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fathers. This paper reviews the existing data on paternal filicide
with the goal of defining characteristics common among fathers
who kill their children. Methods: Following Medline searches,
12 pertinent studies that quantitatively and/or qualitatively de-
scribed paternal filicide were identified. Information presented in
the studies was organized into 15 categories. Results: Fathers who
killed their children were, on average, in their mid-thirties. The
average age of their victims was five years old, and fathers rarely
killed newborns. They tended to have multiple victims, including
other children and spouses. Sons and daughters were killed in
equal numbers. Motives included death related to abuse, related
mental illness (including psychosis and depression), and revenge
against a spouse. The method was often violent. Suicide follow-
ing the filicidal act occurred regularly. Filicidal fathers were often
unemployed or in low paying jobs. After being convicted for their
crimes, filicidal fathers were more frequently incarcerated than
placed in forensic hospitals. Conclusions: Given the assortment
of men capable of this crime, mental health professionals must be
alert to the possibility of filicidal acts in a variety of fathers. They
should inquire about thoughts of harming children, partner, and
themselves in unstable male patients.

REFERENCES:

1. Bourget D, Gagne P: Paternal filicide in Quebec. ] Am Acad
Psychiatry Law 2005; 33(3):354-60.

2. Resnick PJ: Child murder by parents: a psychiatric review of
filicide. Am J Psychiatry 1970; 126:325-34.

SCIENTIFIC AND CLINICAL REPORT SESSION 02-
WOMEN’S AND CHILDREN’S HEALTH

No. 4

OVERVALUATION OF SHAPE AND WEIGHT IN
BINGE-EATING DISORDER AND OVERWEIGHT
CONTROLS: REFINEMENT OF BED AS A DIAGNOSTIC
CONSTRUCT

Carlos Grilo, Ph.D., Yale Psychiatric Research, Yale University
School of Medicine, 301 Cedar Street (2nd floor), New Haven,
CT 06519, Joshua 1. Hrabosky, Psy.D., Marney A. White, Ph.D.,
Kelly C. Allison, Ph.D., Albert J. Stunkard, M.D., Robin M.
Masheb, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to identify the DSM-IV diagnostic criteria for binge-eating disor-
der and to recognize the clinical significance of overvaluation of
shape and weight.

SUMMARY:

Objective: Binge eating disorder (BED), a research diagnosis
in the DSM-IV] is associated with significant psychological and
medical problems. Debate continues regarding its nosological
status as a psychiatric disorder as opposed to a useful marker for
psychopathology. Contention also exists regarding the specific
criteria for the BED diagnosis, including whether, like anorexia
nervosa and bulimia nervosa, it should be characterized by over-
valuation of shape/weight. Method: This study compared features
of eating disorders, psychological distress, and weight among
overweight BED patients with clinical levels of overvaluation

(n=92), BED patients with subclinical levels of overvaluation
(n=73), and overweight non-BED patients (n=45). Patients were
reliably assessed with semi-structured diagnostic interviews. The
Structured Clinical Interview for Axis I Disorders was used to
determine diagnostic groupings and the Eating Disorder Exami-
nation Interview was used to assess dimensional aspects of eat-
ing disorder psychopathology including overvaluation of shape/
weight. Results: BED patients categorized with clinical overvalu-
ation reported significantly greater eating-related psychopathol-
ogy and depression levels than those with subclinical overvalu-
ation. In addition, both BED groups reported significantly greater
overall eating-related pathology and depression levels than the
overweight comparison group. Significant group differences ex-
isted despite similar levels of overweight across the groups and
when controlling for group differences in depression levels. Con-
clusions: Findings suggest that overvaluation of shape/weight is
an important distinguishing clinical feature within BED patients
as well as between BED and overweight non-binge eaters. Thus,
our findings provide further support for the BED research diag-
nostic construct and make a case for the importance of overvalu-
ation of shape/weight as a diagnostic specifier.

REFERENCES:

1. Hrabosky JI, Masheb RM, White MA, Grilo CM: Overvalu
ation of shape and weight in binge eating disorder. J Consult
Clin Psychol 2007;75:175-180.

2. Brown TA, Barlow DH: Dimensional versus categorical
classification of mental disorders in the fifth edition of the
Diagnostic and Statistical Manual of Mental Disorders and
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No. 5

ADVERSE EFFECTS ON GESTATIONAL AND NEONA-
TAL OUTCOMES: FROM DEPRESSION OR ANTIDE-
PRESSANT DRUGS?

Katherine Wisner, M.D., WPIC 3811 O’Hara Street, Pittsburgh,
P4 15213

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) differentiate the effects of major depressive disorder from
SSRI exposure on pregnancy and birth outcomes; and 2) utilize
the results and conclusions from this presentation for risk-benefit
decision making for treatment in depressed childbearing wom-
en.

SUMMARY:

Objective: We address: (1) Do minor physical anomalies occur
with greater frequency in SSRI-exposed with compared infants
exposed to depression or to neither drug nor depression?; (2) Are
maternal weight gain and premature birth impacted by SSRI ex-
posure; and (3) Are neonatal outcomes less favorable in SSRI-
exposed compared with depression-exposed or control infants?
Method: In a five-year prospective study, women with SSRI
exposure during pregnancy were included with two comparison
groups: depressed, unmedicated women, and women who were
neither medicated nor depressed (N=232). SSRI exposure was
confirmed by serum levels. Presence of major depressive disor-
der (MDD) was assessed with the SCID. Interviews were done
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at 20, 30, and 36 weeks. Outcomes were obtained by blind re-
view of delivery records and infant exam at two weeks. Results:
Smoking and alcohol intake did not differ among groups. Of 68
SSRI exposures, 57 (88%) were solo drugs; the majority took
sertraline (40%), followed by fluoxetine (25%), and citalopram
(19%). Most (67%) women were treated with SSRI continuously.
No major malformations occurred. Neither medication nor MDD
exposure was related to minor anomalies. A significantly greater
pre-pregnancy mean body mass index was observed in women
with MDD (29.7+7.9) vs. controls (25.9+7.2) and SSRI-treated
women (26.8+5.5) (p=0.02); however, the proportions of women
who gained less than, within, or above pregnancy weight gain
guidelines did not differ. Although SSRI-exposed infants were
more likely to go to the NICU and have neonatal problems, con-
trolling for gestational age negated these relationships. MDD ex-
posure in utero was not significantly related to any adverse out-
come. Survival analyses (gestational time to birth) showed that
women who took SSRI continuously were more likely to deliver
preterm infants vs. women in other groups (Hazard ratio=3.4,
CI=1.3-8.8, p=0.01). Conclusion: An increased risk for prematu-
rity is related to in utero SSRI and not MDD exposure.

REFERENCES:

1. Wisner KL, Zarin DA, Holmboe ES, Appelbaum PS, Gelen
berg AJ, Leonard HL, Frank E: Risk-benefit decision making
for treatment of depression during pregnancy. Am J Psych
157:1933-1940, 2000.
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Moses-Kolko E, Wisner KL: Antidepressant use in pregnan-
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No. 6

HIGH FREQUENCY OF UNDIAGNOSED COGNITIVE
DISORDERS IN INNER-CITY CHILDREN AND ADO-
LESCENTS HOSPITALIZED FOR DISRUPTIVE
BEHAVIOR

Presenters: Mark Smith, M.D., 729 13th Street, NE, Washington,
DC 20002, Washington, DC 20002, Sidney Binks, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand the importance of diagnosing cognitive disorders
in inner-city children and adolescents with disruptive behavior
as well as be comfortable in requesting neuropsychological test-
ing in such children and understand the rudiments of cognitive
rehabilitation.

SUMMARY:

Objective: cognitive disorders are organic brain disorders usu-
ally diagnosed after middle age that affect functions involved
in synthesizing information — perception, attention, memory,
reasoning, etc. Such impairments can and do occur in children
& adolescents and can have deleterious effects on academic &
social function. This study measured the frequency of cognitive
disorders in inner-city children and adolescents hospitalized for
disruptive behavior. Methods: 162 inner-city children and ado-
lescents (115 boys, 47 girls; age: 14.06 yrs (6-18); predominant
race: 85% african-american, 12% caucasian, 2% hispanic) hos-
pitalized for disruptive behavior underwent K-SADS diagnos-

tic interviews and the Woodcock-Johnson IIT (W-J III): Tests of
Cognitive Ability neuropsychological battery shortly after admis-
sion. Positive results of the WJ-III were the existence of a Cog-
nitive Disorder, NOS (DSM-IV 294.9) and whether there were
impairments in the following areas: attention, Working Memory,
processing speed, language, visuo-spatial, executive function-
ing, reasoning-abstraction, learning, verbal comprehension/per-
ception/processing, impulsivity/disinhibition. mental retardation
diagnoses were made separately from cognitive diagnoses, but
both could be diagnosed concurrently. Results: 52% of patients
met criteria for cognitive disorder, NOS. Most frequent cogni-
tive impairments were Processing Speed 70%, working memory
42%, attention 30%, language 29%, reasoning-abstraction 13%,
learning 18%, verbal comprehension-perception-processing
11%, impulsivity-disinhibition 18%, visuo-spatial 8%, execu-
tive functioning 6%. mental retardation or borderline intellectual
functioning were present in 46% of patients. Frequent diagnoses:
ADHD 83%, ODD 79%, PTSD 46%, depression 43%, anxiety
aisorders 43%, bipolar 41%, phobias 41%, Substances 36%, psy-
chosis 32%, conduct disorder 32%, mania 27%, alcohol 14%.
Conclusion. cognitive disorders in inner-city adolescents may be
overlooked without testing.

REFERENCES:

1. Teichner G, Golden CJ, Crum TA, Azrin NH, Donohue B,
Van Hasselt VB: Identification of neuropsychological sub-
types in a sample of delinquent adolescents. J Psychiatr Res -
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SCIENTIFIC AND CLINICAL REPORT SESSION 03-
PSYCHIATRIC GENETICS

No. 7
GENES, MEMES, AND AN INFECTION MODEL OF
MENTAL ILLNESS

Hoyle Leigh, M.D., Department of Psychiatry, Univ. of California,
San Francisco-Fresno, 155 N. Fresno St., Fresno, CA 93701

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand the role of gene-meme interaction in mental illness
and formulate judicious specific and broad-spectrum meme-ori-
ented therapies in conjunction with biological therapies.

SUMMARY:

Objective: To propose a new model of mental illness based on
gene-meme interaction through development. Method: Memes,
like genes, are replicating packets of information. Genes make
proteins; memes make thoughts and behaviors. Memes are the
result of evolution of the brain capable of imitating, both behav-
ior and the brain state of others through language. Genes inter-
act with environmental stress (which may be both physical and
memetic, i.e., has meaning) resulting in vulnerability for mental
illness. Results: In vulnerable individuals, childhood stress may
introduce pathogenic memes (e.g., helplessness) that take up resi-
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dence in the brain. Exposure to stress in adulthood may induce
a brain state favorable to the proliferation of resident pathogenic
memes, which then may overwhelm the brain, resulting in a men-
tal illness. A massive environmental meme infection as in severe
trauma may also overwhelm the brain. Conclusions: Treatment
of mental illness should be both biologic (gene-oriented) and me-
metic, i.e., detoxifying and neutralizing the toxic memes. Exist-
ing psychotherapies may be meme-specific (e.g., cognitive-be-
havioral therapy) or broad-spectrum anti-meme therapies (e.g.,
relaxation, meditation). The concept of memes opens up avenues
for further development of meme-oriented therapies that may
include use of music, rhythm, visual presentations, etc. It also
puts into perspective the role of education and critical thinking in
prevention of mental illness, and opens up possibilities for novel
prevention strategies.

REFERENCES:
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No. 8
COMBINATORIAL CYP450 GENOTYPING FOR DE-
PRESSED INPATIENTS

Gualberto Ruano, M.D., Genomas, Inc., 67 Jefferson Street,
Hartford, CT 06106, Hartford, CT 06106, John W. Goethe,
M.D., Andreas Windemuth, Ph.D., Bonnie L. Szarek, R.N.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) list the CYP450 genes relevant to the metabolism of an-
tidepressants; (2) describe the combinatorial prevalence of com-
mon alleles leading to drug metabolism deviations from average;
and (3) discuss the implications of multi-gene CYP450 genotyp-
ing for psychotropic drug management.

SUMMARY:

Objective: To determine in a random sample of inpatients with
MDD (1) the proportion with clinically relevant polymorphisms
in CYP2D6, 2C9, and 2C19, and (2) the prevalence of combi-
natorial multi-gene polymorphisms identified. Methods: The
sample consisted of 150 consecutive, consenting admissions 18
years of age or older, admitted 1/07-3/07 with a clinical diag-
nosis of MDD. The resulting sample represented 67.4% of all
MDD admissions. 61.3% of patients were female, and 65.3%
white, 27.3% Latino and 7.3% black. Tag-It™ Mutation De-
tection assays on the Luminex xXMAP system were utilized for
DNA typing. Results were classified as “carrier” or “non-carrier”
based on presence or absence of gene alleles and as “functional”
(normal or ultra-rapid metabolizers) or “deficient” (deficient or
null metabolizers). Chi-square, t-tests and descriptive statistics
were used for data analysis. Results: Carriers were common in
CYP2D6 (49.3%, n=74), CYP2C9 (30.7%, n=48) and CYP2C19
(30.7%, n=46). In only 22% of patients (n=33) were all three
genes functional. In 49.3% of the sample one gene was deficient
(n=74), in 25.3% (n=38) two genes, and in 3.3% of patients (n=5)
all three genes were deficient. The 2D6*2A allele, which affects
gene expression, was found in 59 patients (39.3%). Four patients

were 2D6 ultra-rapid metabolizers. Conclusions: Most patients
(78%) had deficiencies in at least one gene important in metabo-
lizing many antidepressants. One of every four patients was dou-
bly deficient; one in every 30 was triply deficient. Combinatorial
DNA typing of 2D6, 2C9 and 2C19 adds a valuable perspective
on patient’s drug metabolism capacity. Comprehensive data on
CYP450 functional status may play an important role in the se-
lection and dosing of psychiatric medications and contribute to
improved compliance and response.

REFERENCES:
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No. 9

PHARMACOEPIGENETICS: THERAPEUTIC AND DI-
AGNOSTIC APPLICATIONS OF CHROMATIN REMOD-
ELING AGENTS IN MENTAL ILLNESS

David Gavin, M.D., The Psychiatric Institute, University of Illlinois
at Chicago, 1601 W. Taylor St., Chicago, IL 60612, Cherise Rosen
Ph.D., Saritha Kartan B.S., Kayla Chase B.A., Robert Marvin M.D.,
Rajiv Sharma M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to better understand the mechanisms of epigenetic gene regula-
tion as well as the evidence supporting the role of chromatin re-
modeling abnormalities theorized to be present in schizophrenia.
Participant will be able to artilculate the potential diagnostic and
therapeutic applications of agents that alter chromatin structure.

SUMMARY:

A restrictive chromatin state either globally or at specific gene
promoters has been implicated in psychiatric disorders including
schizophrenia, major depressive disorder, and Fragile X. We re-
cently reported an invivo study in which bipolar and schizophren-
ic patients were treated with valproic acid, a known chromatin
remodeling agent, for four weeks. Schizophrenic patients were
significantly less likely to increase their acetylated H3 (acetylH3)
(72%) compared with bipolar subjects (360%) (p<0.04), possi-
bly indicating that schizophrenia is associated with less plastic
chromatin. Since the publication of that study, additional patients
have been added with findings consistent with that report (50%
vs. 360%; p<0.04). We have also found a correlation among
schizophrenic subjects between improvement in negative symp-
toms and increase in acetylH3 (r=0.619; p<0.05) and negative
symptom improvement and increase in GAD67 mRNA (r=0.639;
n=11; p<0.04). Furthermore, we have developed a novel method
for studying chromatin assembly in clinical subjects. Using pri-
mary lymphocyte cultures treated with highly specific chromatin
remodeling agents such as Trichostatin A, we have shown that
chromatin remodeling directly regulates GAD67, a prototypic
schizophrenia candidate gene. In preliminary experiments, us-
ing this assay system we have demonstrated that schizophrenic
subjects are less able than control subjects to both increase the
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fraction of acetylH3 (2% vs 46%) and increase the expression of
GADG67 mRNA (-9% vs. 207%). Our findings may indicate that
among schizophrenic subjects, or perhaps in a subgroup within
this diagnostic category, a restrictive chromatin state may be of
pathophysiological significance, and consequently provide a nov-
el therapeutic target. In addition, the use of an invitro assay may
provide a clinically useful tool whereby chromatin remodeling
can be explored in relation to diagnosis, disease characteristics,
treatment response, and medication development.

REFERENCES:
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SCIENTIFIC AND CLINICAL REPORT SESSION 04-
SYMPTOMATIC OUTCOMES OF BORDERLINE PER-
SONALITY DISORDER

No. 10
PROSPECTIVE PREDICTORS OF SUICIDAL BEHAV-
IOR IN BORDERLINE PERSONALITY DISORDER

Paul Soloff, M.D., Western Psychiatric Institute and Clinic, 3811
O’Hara St., Pittsburgh, Pa. 15213, Pittsburgh, PA 15213, Paul H.
Soloff, M.D., Anthony Fabio, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to recognize clinical and psychosocial risk factors which predict
recurrent suicidal behavior in patients with borderline personality
disorder.

SUMMARY:

Efforts to identify reliable predictors of suicidal behavior in
BPD have been confounded by the marked dimensional hetero-
geneity of the disorder, frequent comorbidity with other high-risk
disorders, debilitating social and vocational consequences of
BPD over time. In a prospective study, we assessed the predic-
tive association between risk factors in each of these symptom
domains and suicide attempts in 137 BPD subjects followed for
12 months, 18-24 months and 2 — 5 years. The suicide attempt
rate was 19% in the first year, 24.8% through the second year.
Using Cox regression analyses, the relative risk of suicidal be-
havior in the first 12 months was increased by co-morbid MDD
and poor social adjustment. Outpatient treatment decreased
short-term risk. Among 133 subjects completing 18-24 months
in the study, the relative risk of a suicide attempt was increased
by a psychiatric hospitalization occurring prior to any attempt,
and poor social adjustment. Among 122 subjects followed for
2-5 years, increased risk was associated with hospitalization and
medication visits prior to any attempt, a suicide attempt in the
first year, and a low GAS score at baseline. Long-term risk was
decreased by outpatient treatment. Predictors of suicidal behav-
ior in BPD change over time. MDD has a short-term effect on
relative risk of suicidal behavior, while poor social adjustment

may increase risk in both short- and long- term intervals. Outpa-
tient treatment,which diminishes risk, should focus on both cur-
rent depression and long-term psychosocial adjustment. Support-
ing family, work, and social relationships as a long term focus of
treatment may diminish suicidal behavior in BPD. This study was
supported by NIMH Grant MH 48463 (PHS).
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No. 11

THE TEN-YEAR COURSE OF DISSOCIATION REPORT-
ED BY PATIENTS WITH BORDERLINE PERSONALITY
DISORDER

Mary Zanarini, Ed.D., McLean Hospital, 115 Mill Street, Belmont,
MA 02478, Frances R. Frankenburg, M.D., D. Bradford Reich,
M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to recognize that the long-term course of the dissociative symp-
toms reported by borderline patients is, for most patients, more
benign than previously thought.

SUMMARY:

Objective: The purpose of this study was to assess the severity
of dissociation reported by borderline patients over 10 years of
prospective follow up. Methods: The Dissociative Experiences
Scale (DES)—a 28-item, self-report measure—was administered
to 290 borderline inpatients during their index admission. It was
also readministered at each of five contiguous two-year follow-up
periods. Over 90% of surviving borderline patients participated
in all five follow-up assessments. Results: About 26% of patients
were found to have high or trauma-level DES scores at baseline
(30 or higher), 42% were found to have moderate scores (10-
29.9), and 32% had low scores (<10). Over the 10 years of follow
up, those in the low DES group retained a mean DES score in
the low range. Those in the moderate group had a mean score in
the low range by the time of the six-year follow up and those in
the high DES group had a mean score in the moderate range by
the time of the 4-year follow-up. While 92% of those borderline
patients with a high DES score at baseline had a remission of
their severe dissociation during the years of follow-up, 33% had a
recurrence of a DES score of 30 or higher. In contrast, only a low
5% of those with lower scores at baseline had a new onset of high
levels of dissociation over the years of follow-up. Conclusions:
The severity of dissociation declines significantly over time for
even severely ill borderline patients taken as a whole. However,
it remains a recurring problem for about a third of those with
DES scores that initially were in the range associated with PTSD
or DID.

REFERENCES:
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No. 12

PREDICTION OF TIME-TO-ATTAINMENT OF GOOD
PSYCHOSOCIAL FUNCTIONING FOR BORDERLINE
PATIENTS FOLLOWED PROSPECTIVELY FOR TEN
YEARS

Mary Zanarini, Ed.D., McLean Hospital, 115 Mill Street, Belmont,
MA 02478, Frances R. Frankenburg, M.D., D. Bradford Reich,
M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to recognize that prediction of the attainment of good psychoso-
cial functioning is multifactorial in nature, primarily involving
aspects of competence and temperament.

SUMMARY:

Objective: The purpose of this study was to determine the most
clinically relevant baseline predictors of time-to-attainment of
good psychosocial functioning among patients with borderline
personality disorder (BPD). Method: A total of 290 inpatients
meeting both DIB-R and DSM-III-R criteria for BPD were as-
sessed during their index admission using a series of semistruc-
tured interviews and self-report measures. Psychosocial func-
tioning was reassessed at five contiguous two-year time periods.
Survival analytic methods, which controlled for baseline severity
of impairment, were used to estimate hazard ratios. Results: All
told, 50.3% of the borderline patients studied achieved a GAF
score of 61 or higher. In terms of time-to-attainment of good
psychosocial functioning, 31.7% of the borderline patients who
achieved a GAF score of 61 or higher first achieved this score
by two-year follow up, an additional 26.8% by four-year follow
up, an additional 19.5% by six-year follow-up, an added 13.8%
by eight-year follow up, and an added 8% by ten-year follow up.
Fifteen variables were found to be significant bivariate predic-
tors of earlier attainment of good psychosocial functioning. Six
of these predictors remained significant in multivariate analyses:
a good work history as a child or adolescent, a higher 1Q, a good
premorbid adult work or school history, number of friends dur-
ing the two years prior to index admission, not having a history
of prior hospitalizations, and a lower neuroticism score on the
NEO. No measure of childhood adversity or psychopathology
was a significant multivariate predictor of the attainment of good
psychosocial functioning. Conclusions: Competence, tempera-
ment, and the absence of chronicity seem to be the best predic-
tors of time-to-attainment of good psychosocial functioning for
borderline patients
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SCIENTIFIC AND CLINICAL REPORT SESSION 05-
CHEMICAL DEPENDENCY

No. 13

DIFFERENCE IN USING WAIT-AND-SEE STRATEGY
BETWEEN NON-CHEMICAL AND CHEMICAL ADDIC-
TIONS ON THE STOP SIGNAL PERFORMANCE

Pinhas Dannon, M.D., Rehovot Community Mental Health &
Rehabilitation Clinic, Rehovot, Israel 76449, Semion Kertzman,
Katherine Lowengrub, Tali Visne, Anat Aizer, Haim Grenspan,
Nina Shliapnikov, Moshe Birger, Moshe Kotler

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand the difference behavioral patterns between patho-
logical gamblers and multi substance abusers.

SUMMARY:

Previous studies demonstrated various neuropsychological defi-
cits in pathological gamblers (PGs) and substance dependent/ad-
dicted (polysubstance abuse-PSA) patients. There are limited
data available on interruptive inhibition ability among PG and
PSA patients. The aim of this study is to assess response inhibi-
tion functioning in a male population with pathological gambling
(N=56; as non-substance-related disorders), with polysubstance
abuse (N=58), and healthy subjects (N=43). A stop-signal task
was employed as a measure of interruptive inhibition ability. Our
results demonstrated that PSA patients performed with signifi-
cantly more number of the false alarms and misses than PG and
controls in stop-signals task. Future studies to investigate neuro-
biological mechanisms underlying differences on the Stop-signal
task performance between PG and PSA patients are necessary to
confirm our results.
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No. 14

CLINICAL ASSESSMENT IN COCAINE ABUSING
PATIENTS: ASSOCIATION OF ALEXITHYMIA WITH
INADEQUATE PARENTAL ATTACHMENT

Gianmaria Zita, M.D., ASL Citta di Milano, Addiction Unit,
via delle Forze Armate 381, 20152, Milano, Italy, Milano, Italy
20149, Rosamaria Vitale, Psy.D., Elisa Corvaglia, M.D., Angelo
Burato, Cristina Catani, Pierluigi Vigezzi, M.D., Edoardo
Cozzolino, M.D.

EDUCATIONAL OBJECTIVES:
At the conclusion of this session, the participant should be able
to manage better the assessment of incoming patients with a co-
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caine use disorder, including distinguishing subtypes of cocaine
addiction and addressing them with different treatment options.

SUMMARY:

Aims: To assess psychological, social, and medical characteris-
tics of incident cocaine patients (pts) in our addiction center from
January 2006 to June 2007. Methods: A new protocol for diagno-
sis and treatment was established. Results: 96 pts, 80 males; mean
age 33.9+7yrs; mean abusing time 7yrs (IC95% 5.9-8.5yrs). 83
and 6 pts had dependence and abuse diagnosis respectively; 7 pts
didn’t meet any DSM-IV criteria. 58.3% were polydrug abusers,
mostly alcohol or THC. Affective disorders were the most fre-
quent in Axis I disorder, while borderline and antisocial in axis II
disorder. In 20 pts we could not assess the diagnosis. Alexithymia
was found in 35.9% out of 78 pts administrated the Toronto Alex-
ithymia Scale. 81 pts were administrated the Parental Bonding
Instrument: 59.2% and 51.8% didn’t reach cut-off respectively
in father and in mother care; high values were found in mother
(66.6%) and in father (66.6%) overprotection. Pathological pa-
rental attachment was significantly associated with high total
alexithymia score (?2test p=.02). depression, obsessive-com-
pulsive and paranoid ideation were the most frequent symptoms
occurred in the sample (80 pts) checked for Symptom Checklist-
90. Average length of treatment was 168 days (IC95% 138-198
days). Overall retention rate was 41.6%. Average baseline Global
Assessment of Functioning (GAF) was 56, while final was 61
(T-test p=.014). Among pts with valid urinary analysis (84.3%)
a negative result was found in 88%. Combined treatments were
53%, single treatments 22.9% while 21.8% dropped out before
a complete evaluation. Combined and single treatment retention
rate were 51.1% and 33.3%. Conclusion: Most of cocaine abus-
ing pts had dual diagnosis. A high percentage of polydrug abusers
was found. Combined treatments were effective than single treat-
ments. Strong association between inadequate parental care and
high levels of emotional unawareness in cocaine abusing pts is a
relevant finding that deserves further investigation.

REFERENCES:

1. Khantzian EJ: The self-medication hypothesis of addictive
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No. 15
PATIENT SELECTION AND MATCHING FOR OPIOID
MAINTENANCE TREATMENT

Ayman Fareed, M.D., Atlanta VA Medical Center, 1670 Clairmont
Road, Decatur, GA 30033, Decatur, GA 30033, Jennifer
Casarella, M.D., Richard Amar, M.D., Karen Drexler, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand the difference in charateristics for patients main-
tained on methadone or buprenorphine. Those differences would
help in improving patient matching for each medication. Better
matching may improve retention in treatment and decrease the
rate of drop out.

SUMMARY:

Background: The rationale behind this project is to improve the
delivery of clinical services at the Atlanta VA Medical Center
opioid agonist treatment program. We compared the character-
istics and outcome of treatment for patients maintained on either
buprenorphine or methadone at the opioid agonist clinic and the
ambulatory outpatient program. We assumed that we would find
differences, which will guide better patient matching and selec-
tion criteria for each medicine. Method: We did a retrospective
chart review for 105 patients who were maintained on methadone
or buprenorphine between 2003 and 2007. Results: Methadone
maintained patients who had better retention in (P=0.001), had
less number of previous substance abuse treatment (P=0.02), his-
tory of being on methadone in the past (P=0.04), and fewer legal
problems (P=0.01) than methadone patients who dropped out of
treatment. Buprenorphine maintained patients who had better
retention were younger (P=0.02). We found borderline associa-
tion for better retention for buprenorphine patients who were on
higher dose (P=0.069) and reported that their drug of choice is
prescribed narcotics, not heroin (P=0.066). Patients who had neg-
ative urine screen at admission had better retention regardless of
the medication (P=0.003 for methadone patients and P=0.001 for
buprenorphine patients). Conclusions: Based on our chart review
we found differences in patients maintained on buprenorphine or
methadone, which need further investigations and more research
to assist in better patient matching and selection criteria for opi-
oid maintenance treatment.

REFERENCES:

1. A comparison of levomethadyl acetate, buprenorphine, and
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SCIENTIFIC AND CLINICAL REPORT SESSION 06-
CAN EARLY SYMPTOMS PREDICT THE COURSE OF
SCHIZOPHRENIA?

No. 16

THE PREDICTIVE VALUE OF FIRST-RANK SYMP-
TOMS IN PATIENTS WITH SCHIZOPHRENIA AND
OTHER PSYCHOTIC DISORDERS

Linda Grossman, Ph.D., University of Illinois at Chicago,
Department of Psychiatry, Neuropsychiatric Institute, 912 South
Wood, Chicago, IL 60612, Cherise Rosen Ph.D., Martin Harrow,
Ph.D., Greg Strauss, Ph.D., Megan Butler, B.A.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, participants will have
greater understanding of the value of Schneiderian First-Rank
Symptoms (FRS) as predictors of later psychotic symptoms,
functional outcome, and periods of recovery over a 20-year peri-
od for patients with schizophrenia and other psychotic disorders.

SUMMARY:

Objective: This study prospectively examined the degree to
which Schneiderian First-Rank Symptoms (FRS) predict later
psychopathological symptoms, functional outcome, and periods
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of recovery over a 20-year period in patients with schizophrenia
and other psychotic disorders. Method: The Chicago Followup
Study prospectively examined 51 subjects with a diagnosis of
schizophrenia and 45 subjects with other psychotic disorders
at index hospitalization and followed prospectively by six sub-
sequent assessments over the next 20 years. FRS, negative and
positive symptoms, psychosocial functioning, global outcome,
and periods of recovery, were assessed at each time point. Re-
sults: FRS are not exclusive to schizophrenia; however they are
less frequent in patients with other psychotic disorders. Rather
surprisingly, even after the acute phase, FRS are one of the
more frequent types of psychotic experiences in schizophrenia
patients. Schizophrenia patients who have FRS at the two year
follow up are more likely to exhibit psychosis over the next 20
years. Conclusions: FRS are no longer considered pathognomon-
ic for schizophrenia. Although Schneider’s classic work remains
a useful heuristic tool, FRS should not be used as absolute criteria
for diagnosis of schizophrenia. FRS at index hospitalization are
predictive of a more severe course of illness. The second year of
illness was predictive of course and outcome, regardless of diag-
nosis. Current data suggest that outcome may be better predicted
by specific patterns of symptoms over time than by diagnosis at
index hospitalization.
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No. 17

NEGATIVE SYMPTOMS AND THEIR PREDICTORS IN
SCHIZOPHRENIA WITHIN THE NORTHERN FINLAND
1966 BIRTH COHORT

Jussi Makinen, Sairaalanrinne 4 gc 24, Oulu, Finland 90220,
Jouko Miettunen, Ph.D., E. Jaaskelainen, M.D., Ph.D., J. Veijola,
Matti Isohanni, M.D., Ph.D., Hannu Koponen, M.D., Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participant should
be able to recognize the predicting factors of persistent negative
symptoms.

SUMMARY:

Background: There is paucity of data concerning the predictive
factors and longitudinal course of negative symptoms in schizo-
phrenia. We report the prevalence, persistence, and predicting
factors of negative symptoms based on Northern Finland 1966
Birth Cohort. Method: The Northern Finland 1966 Birth Co-
hort is an unselected, general population birth cohort based on
12,058 live-born children. The negative symptoms of subjects
with DSM-III-R schizophrenia were scrutinized from the hospi-
talization for the first episode psychosis and evaluated with two
methods (n=46). First assessment was conducted using the Op-
erational Criteria Checklist for Psychotic Illness (OCCPI) and
for the second time with the PANSS assessment at the 34-year
follow up. Data to OCCPI were collected from hospital notes of
the first psychotic hospital episode. Several developmental and

sociodemographic predictors were analysed for longitudinal vari-
able of negative symptoms. The mean duration of schizophrenia
in the sample was approximately ten years. Results: A total of
15 subjects (33%) had clinically significant negative symptoms
in both measure points and six subjects (13%) had no negative
symptoms at all. Normal or low birth weight (Fisher exact test,
p=0.04), none or seldom smoking by age 14 (p=0.03), and aver-
age or low school performance (p=0.002) were significant early
predictors for the stable negative symptoms. Conclusion: There
data indicate that about one third of schizophrenia patients have
persistent negative symptoms. Althought more data are needed
concerning factors related to the long-term course of negative
symptoms in schizophrenia.
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No. 18

NEGATIVE FEATURES OF PSYCHOSIS PRECEDE
ONSET OF PSYCHOSIS IN A PROSPECTIVE GENERAL
POPULATION SAMPLE OF ADOLESCENTS

Pirjo H. Maki, M.D., P. O. Box 5000, Peltolantie 5, Oulu, Finland
90014, Jouko Miettunen, Ph.D., Marika Kaakinen, B.A., Anja
Taanila, Ph.D., Peter B. Jones, M.D., Ph.D., Graham Murray,
M.D., Ph.D., I. Moilanen, M.D., Ph.D., M. Joukamaa, M.D.,
Ph.D., M. Heinimaa, M.D., J. Veijola M.D., Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participant should be
able to understand, that prodromal features of psychosis are com-
monly reported by adolescents in the general population. Nega-
tive symptoms may be seen to precede the onset of first-episode
psychosis.

SUMMARY:

Purpose of the study: There exists no prospective study ingener-
al population exploring symptoms predicting the onset of first
episode psychosis. Material and methods: Members (N= 9,215)
of the Northern Finland 1986 Birth Cohort, an unselected general
population cohort, were invited to participate in a field survey
during 2001, at ages of 15-16 years. The study included a 21-item
PROD-screen questionnaire screening prodromal symptoms for
psychosis for last six months. PROD-screen included nine ques-
tions for positive and five questions for negative symptoms. Of
the boys, 3,285 (67%) and 3,391 (74%) of the girls completed
the PROD-screen questionnaire. The Finnish Hospital Discharge
Register was used to find, new cases of hospital treated mental
disorders during 2002-2005. Results: Of the subjects 17 (0.3%)
were treated due to first-episode psychosis and 95 (1.5%) due
to non-psychotic disorder during the follow-up period. Posi-
tive symptoms did not associate with the onset of psychosis,
but negative symptoms did. 94% of subjects who got psychosis
reported negative symptoms. Respective figure for those who
were treated for non-psychotic disorder was 48%, and for those
“healthy” without psychiatric hospital treatment 46% (Fisher’s
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exact test: psychosis vs. healthy p<0.001, psychosis vs. non-psy-
chosis p<0.001, and non-psychosis vs. healthy p=0.61). Conclu-
sions and importance of the study: This study may be the only
one exploring prospectively in the general population symptoms
predicting onset of first-episode psychosis. The findings empha-
size the importance of negative symptoms in the development
of neuropsychiatric disorder of first episode psychosis. Acknowl-
edgements: The Academy of Finland, the National Institute of
Mental Health, the Signe and Ane Gyllenberg Foundation, the
Sigrid Juselius Foundation and the Thule Institute, Finland.
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SCIENTIFIC AND CLINICAL REPORT SESSION 07-
CLINICAL DILEMMAS IN SCHIZOPHRENIA

No. 19
DECONSTRUCTING FIRST-EPISODE PSYCHOSIS

Cherise Rosen, Ph.D., University of Illinois Medical Center,
Department of Psychiatry, 1601 Taylor Street, Suite 489,
Chicago, IL 60302, Robert Marvin M.D., James Reilly, Ph.D.,
Peter Weiden, M.D., John Sweeney, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to identify differences and similarities of the psychopathological
profile at onset in psychotic disorders.

SUMMARY:

Objective: This study compares psychopathological profiles in
psychotic patients at onset in persons with schizophrenia (SZ),
bipolar (BP), and major depressive disorder (MDD). Method:
Patients were recruited from the University of Illinois Medical
Center. Patients were assessed medication-free at baseline. Life-
time exposure to psychotropics was less than 16 weeks. Diagno-
sis was determined using the SCID and consensus case review.
The Positive and Negative Syndrome Scale (PANSS) was used
to evaluate clinical symptoms: 5-factor scoring included posi-
tive, negative, cognitive, excitement, and depression, and cluster
analysis of anergia, thought disturbance, activation, paranoia and
depression. Results: Of the 72 patients assessed, 33 were diag-
nosed with SZ, 19 with BP, and 20 with MDD. PANSS 5-factor
scores at baseline demonstrated that SZ and BP patients showed
more positive symptoms than MDD patients (p<.001) while SZ
and MDD patients demonstrated more negative symptoms than
BP patients (p=.002). Additionally, SZ patients were significantly
more cognitively impaired in relation to patients with BP and
MDD (p=.04). Lastly, PANSS cluster scores showed SZ and BP
patients exhibited more. Thought disturbance (p<.001) and para-
noia (p=.03), and higher a level of anergia (p=.001) compared
with patients with MDD. Conclusions: Early data emerging from
this study suggests that initial onset of psychotic disorders illus-
trate considerable overlap in clinical presentation, yet dimensions

of pathology can discriminate disorders.
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No. 20
PATHWAYS LEADING TO SUICIDE IN SCHIZOPHRE-
NIA

Antti Alardisdnen, M.B., P.O. Box 5000, 90014 University of Oulu,
Oulu, Finland 90230, Johanna Heikkinen, Zuzana Kianickova,
M.B., Miettunen Jouko, Ph.D., Rdsdnen Pirkko, M.D., Ph.D.,
Matti Isohanni, M.D., Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand what is currently known about the pathways lead-
ing to suicide in schizophrenia.

SUMMARY:

Suicide and suicidal behavior are still major problems when
treating schizophrenia. The objective was to review the recent
literature on risk factors for suicide in schizophrenia from genes
to clinical characteristics to identify different pathways leading
to suicide and present a life-span developmental model of suicide
in schizophrenia. We performed a database search in Medline,
PubMed, PsyclInfo, and Web of Science with the keywords sui-
cide AND schizophrenia, limiting the results to the years 2003-
2006. There seem to be five main pathways for schizophrenia
patients leading to suicide: One obvious pathway is comorbid de-
pression that leads to suicide. Second, there is a group of patients
with a difficult, chronic course of illness and many relapses and
exacerbations. They lose their hope progressively over time. The
third group comprises patients (mostly young males) with impul-
siveness, dysphoric affect and substance abuse. Fourth, there is a
relatively small but theoretically interesting and clinically impor-
tant group of mainly young patients with high premorbid func-
tioning and above average intellectual capacity. The high suicide
rate among this group may be a consequence of their own and
their relatives’ high expectations that are in line with their good
premorbid functioning. The fifth group, failure in treatment, com-
prises patients lacking social support whose treatment has failed.
We also propose a life span model showing these five different
pathways to suicide in schizophrenia. We hope that pathways we
present could be useful in identifying some main groups of pa-
tients who are at particularly high risk for suicide. They might
also provoke some further research ideas and hypotheses.
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No. 21

RECOVERY IN A SUBGROUP OF PATIENTS WITH
SCHIZOPHRENIA WHO DISCONTINUE ANTIPSY-
CHOTIC MEDICATIONS: A 15-YEAR FOLLOW UP

Martin Harrow, Ph.D., 1601 West Taylor Street, M/C 912,
Chicago, IL 60612, Thomas H. Jobe, M.D., Ellen Astrachan-
Fletcher, Ph.D., Cherise Rosen, Ph.D., Linda S. Grossman,
Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to make better decisions about whether all of their patients with
schizophrenia need to use antipsychotic medications continu-
ously throughout their lives and, if not, which types may eventu-
ally be able to discontinue them for prolonged periods without
relapse.

SUMMARY:

Goal: Recent research has begun to explore issues about wheth-
er all patients with schizophrenia need to use antipsychotic medi-
cations continuously throughout their lives. The current 15-year
longitudinal research was designed to study which particular
types of schizophrenia patients may profitably be able to stay off
antipsychotic medications for prolonged periods. Method: We
evaluated 223 patients from the Chicago Followup Study at acute
hospitalization and then followed them up five times over the next
15 years. This included 62 patients with schizophrenia. Based on
standardized instruments patients were assessed for positive and
negative symptoms, for cognitive impairment, social and work
functioning and recovery. At each follow-up, use of first and sec-
ond-generation antipsychotic medications and other treatments
were studied. Results: (1) By the 4.5-year followups almost 40%
of patients with schizophrenia had discontinued antipsychotic
medications; (2) A subgroup of those schizophrenia patients who
discontinued antipsychotic medications during the post-hospital
phase did not relapse quickly, and showed prolonged periods of
recovery; (3) This subgroup of patients in recovery showed less
vulnerability to anxiety and greater subjective comfort in social
situations (p < .05); and (4) They also showed less vulnerability
to minor somatic complaints, better neurocognitive skills, and
better premorbid developmental achievements (p < .05). Impor-
tance: The 15-years of longitudinal data indicate that not all pa-
tients with schizophrenia need to use antipsychotic medications
continuously throughout their lives. The relatively favorable out-
comes of a subgroup of schizophrenia patients off antipsychot-
ics are partly a result of internal characteristics of these patients.
These internal characteristics include better premorbid develop-
mental achievements, possibly linked to less neurodevelopmental
impairment during earlier stages of development.
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SCIENTIFIC AND CLINICAL REPORT SESSION 08-
METABOLIC SYNDROME AND EATING BEHAVIOR

No. 22
DEVELOPING AND IMPLEMENTING A PSYCHIATRIC
CLINIC-BASED METABOLIC SCREENING: PART I

Catherine Batscha, M.S.N., Psychotic Disorders Program, 912
South Wood, Chicago, IL 60612, Mark E. Schneiderhan, Pharm.
D. BCPP, Cherise Rosen, Ph.D., Robert Marvin, M.D., Dennis
Beedle, M.D., Ovidio DeLeon, M.D., Gaston Baslet, M.D., Tsing-
Yi Koh, Pharm.D., ManYan Yu, Pharm.D., Wendy Ng, Jamie
Joseph, Pharm.D., Jeffrey Bishop, Pharm.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) outline the process and challenges of implementing meta-
bolic screening in a psychiatric medication clinic; (2) identify
necessary components to be included in a metabolic screening;
and (3) conduct a quick, thorough metabolic screening using the
screening tool.

SUMMARY:

A pre-metabolic screening clinic was initiated as a quality assur-
ance project to address the 2004 consensus guidelines for moni-
toring patients on antipsychotic agents and the logistical difficul-
ty of obtaining fasting glucose and lipids. The team is comprised
of a clinical pharmacist, a clinical nurse specialist, and a research
nurse who assisted with SPSS data management. Initial and fol-
low-up screening tools serve multiple functions including a cod-
ed data input record, a clinical source document, and a clinician
letter that provides demographic, current and past metabolic his-
tory, family history, medication history, and recommendations to
the psychiatrist. Purpose: The screening tools were developed to:
(1) provide an efficient and realistic assessment of risk of unde-
tected metabolic disorders in patients treated with antipsychotic
agents and, (2) provide psychiatrists with recommendations for
follow-up. Methods: Selected components from definitions of
metabolic syndrome from NECP-ATP-I1I*, WHO*, and AACE*
were incorporated into the screening tool. Components assessed
were: BMI, abdominal obesity (waist circumference, waist-to-hip
ratio), impaired glucose tolerance/pre-diabetes (random glucose
>140mg/dL), blood pressure, sedentary lifestyle, ethnicity, age
and family history of diabetes, hypertension and hyperlipidemia.
Recommendations included three month repeat screening, refer-
ral to a weight management group, fasting blood work or referral
to primary care. Results/discussion: A total of 93 patients treated
with antipsychotic agents underwent initial pre-screening since
initiation of the screening clinic. Recommendations were sent to
psychiatrists. An appointment recall notification system was im-
plemented to repeat screenings every three months for one year.
Use of the screening tool facilitates ease and efficiency of screen-
ing. This metabolic screening triage system is relevant when fast-
ing blood work cannot be obtained in large clinic populations.
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2. Cohn TA, Sernyak MJ: Metabolic monitoring for patients
treated with antipsychotic medications. Can J Psych 2006;
15(8):492-501.

No. 23
INITIAL PRE-METABOLIC RISK OF 93 PATIENTS ON
SECOND-GENERATION ANTIPSYCHOTICS: PART 2

Mark Schneiderhan, Pharm.D., University of Illinois at Chicago,
College of Pharmacy, 833 S. Wood Street, Room 164, Chicago, IL
60612, Catherine Batscha, APRN, B.C., Cherise Rosen, Ph.D., Robert
Marvin, M.D., Dennis Beedle, M.D., Ovidio DeLeon, M.D., Gaston
Baslet, M.D., Tsing-Yi Koh, Pharm.D., ManYan Yu, Pharm.D., Wendy
Ng, Pharm.D., Jamie Joseph, Pharm.D., Jennifer Splawski, Jeffrey
Bishop, Pharm.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) identify metabolic syndrome as defined by Third Adult
Treatment Protocol-III(INECP-ATP-IIT) guidelines; (2) define
“metabolic risk” and “re-diabetes risk” assessed by waist mea-
surements/blood pressures and random capillary glucose/post-
prandial times, respectively; and (3) describe the strengths and
limitations of screening patients for actual “Metabolic Syndrome”
versus “metabolic risk” and “pre-diabetes risk”.

SUMMARY:

Purpose: Metabolic abnormality prevalence rates are two to
three times higher in patients on antipsychotic agents compared
with patients not taking antipsychotic agents. Ufortunately, many
of these patients do not receive adequate primary care. The pur-
pose of our study was to identify patients with metabolic abnor-
malities. Methods: Retrospective analysis was used to quantify
initial metabolic risk and pre-diabetes risk of patients treated with
antipsychotics. We defined “metabolic risk” as meeting two of the
NECP-ATP-III guidelines: abdominal obesity (Females, waist =
89cm and males, waist = 101cm) and blood pressures (systolic
=130 or diastolic =85). Pre-diabetes risk was defined as a two-
hour post-prandial capillary blood glucose > 140mg/dL. The
two-hour post-prandial value was based upon patient recall of the
time of last food intake. Results: A total of 93 patients underwent
initial screening. Fifty-four percent (n=50) of the patients were
African American. 71.4% females and 65.9% males met crite-
ria for “metabolic risk.” 18% (17/93) of patients (n= 8 Female;
n= 9 male) had random glucose measures greater than 140 mg/d
and of these, only 9/17 patients had documented post-prandial
times and 5% (5/93) of these patients met criteria for “pre-dia-
betes risk.” Relevance: The “metabolic risk” measurements can
be easily obtained in the psychiatrist’s office/clinic. However,
pre-diabetes risk is more difficult to assess because of the poor
validity associated with patient self-reporting of post-prandial
times. Five percent of patients treated with antipsychotics were
found with evidence of “pre-diabetes risk” in the absence of pre-
viously diagnosed diabetes. Importantly, even abnormal random
glucose measurements in the absence of post-prandial times were
still perceived to signal higher metabolic risk. The clinical sig-
nificance of metabolic screenings in patients treated with antipsy-
chotic agents warrants continued observations.
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No. 24

A COMPARISON OF THE EFFECTS OF MODAFINIL
ON OLANZAPINE-ASSOCIATED EATING BEHAVIORS
IN NORMAL HUMAN SUBJECTS

James Roerig, Pharm.D., 120 South S8th Street, Fargo, ND
58107, Kristine Steffen, Pharm.D., James E. Mitchell, M.D., Ross
D. Crosby, Ph.D., Blake A. Gosnell, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to discuss the application of modafinil as a prophylactic interven-
tion for olanzapine-associated weight gain.

SUMMARY:

Introduction: Weight gain has been associated with many atypi-
cals including clozapine, olanzapine, risperidone, and quetiapine.
Blockade of histamine-1 receptors by these agents is felt to under-
lie this effect. Modafinil is an agonist at the histamine-1 receptor.
The objective of this trial is to determine the effect of modafinil
on olanzapine, associated weight gain. Methods: This study is a
three week, randomized, double-blind, placebo-controlled, trial.
All subjects received olanzapine titrated to 10mg/d. Concurrently
subjects were randomized to receive modafinil titrated to 200mg/
d or placebo. Weight and feeding lab assessments were conducted
at baseline and endpoint. Results: Fifty subjects signed informed
consent; ten subjects were dropped due to adverse reactions re-
sulting in 20 subjects per group completing the trial. The primary
outcome variable was change in weight over the three weeks of
the trial. Both groups demonstrated a significant weight gain from
baseline to endpoint, placebo = 2.67 kg; t(19)=-6.674, p=0.00;
modafinil = 1.33 kg; t(19)=-4.219, p=0.000. Analysis of covari-
ance of the end point BMI revealed a significant difference be-
tween groups with the modafinil group gaining less weight than
the placebo group F(1,37)=5.558, p=.024. The analysis was co-
varied for baseline BMI and a Bonferroni correction for multiple
comparisons was completed. Analysis of kilocalories consumed
in a dinner feeding lab session revealed the modafinil group con-
suming 1489.96 kcal vs 1791.45 for the placebo group. How-
ever, this difference was not found to be significant F(1,37)=5.28,
p=-472. Discussion: This trial demonstrated that subjects who re-
ceived olanzapine plus modafinil experienced approximately half
of the weight gain found in the olanzapine/placebo group. In light
of these findings, modafinil may be able to serve as a prophylactic
intervention to attenuate olanzapine associated weight gain in a
patient population.
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1. Allison DB, Mentore JL, Heo M, Chandler LP, Cappelleri JC,
Infante MC, Weiden PJ: Antipsychotic-induced weight gain:
a comprehensive research synthesis. Am J Psychiatry 1999;
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TUESDAY, MAY 6, 11:00 AM - 12:30PM

SCIENTIFIC AND CLINICAL REPORT SESSION 09-
THE INTERNET AND PSYCHIATRY

No. 25
CLINICAL ENCOUNTERS WITH INTERNET PORNOG-
RAPHY

Thomas Kalman, M.D., 11 East 87th Street, Apt. 1B, New York, NY
10128

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to detect and identify symptoms and behaviors of patients that
are representative of problems arising from the use of internet
pornography (IP). The participant will gain awareness about pat-
terns and prevalence of IP use in our society and be introduced
to concepts about sexual addiction, the psychodynamics of por-
nography content, and prior research on the effects of general
pornography use on individuals and families.

SUMMARY:

Pornography, if understood to involve the depiction of sexual
activity, organs, and experiences, is perhaps as old as human
civilization itself. Thriving during classical Greek and Roman
culture, then virtually disappearing until the late middle ages,
pornography dissemination has historically been linked to vari-
ous technological innovations, most notably the printing press,
still and motion photography, the advent of video and the home
VCR, and most recently, computing and the internet. Within the
mental health professions, substantial research (of inconsistent
quality) exists on the effects of viewing general pornography;
however, the specific impact of the use of internet pornography is
only beginning to be examined. This paper presents an overview
of internet pornography, including information on its scope of
use and special characteristics that may contribute to the develop-
ment of clinical problems. Through a series of clinical vignettes,
the paper describes and illustrates problems involving the use of
Internet Pornography presented by outpatients in a private psy-
chiatric practice. Some of the difficulties encountered include
i)decreased sexual satisfaction with and desire for one’s partner
by the pornography user ii)a progressive “numbing” such that in-
creasing amounts of pornography of increasingly intense content
are needed to achieve sexual arousal iii)compromises of judg-
ment regarding the use of Internet Pornography in the workplace
(with potentially disastrous consequences iv)influence on sexual
expectations and interpersonal relationships and v)emotional iso-
lation and withdrawal from romantic partners. The paper con-
cludes with observations about helpful clinical interventions and
suggestions for further research in this area.

REFERENCES:
1. Manning JC: The impact of internet pornography on marriage

and the family: A Review of the Research. Sexual Ad
diction and Compulsivity 2006; 13:131-165.

2. Brown D: Commercial sex: Pornography (ch 11), in Sex and
Sexuality v.1, Sexuality Today: Trends and Controversies Ed
ited by McAnulty RD and Burnette MM; Westport Ct, Prae
ger Publishers, 2006, pp. 265-298.

No. 26
CYBERSUICIDE: “PRO” AND “HOW TO” SUICIDE
INFORMATION ON THE WEB

Patricia Recupero, M.D., J.D., Butler Hospital, 345 Blackstone
Boulevard, Providence, RI 02906, Samara E. Harms, B.A.,
Jeffrey M. Noble, B.A.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to identify several of the types and sources of harmful pro- or
how-to suicide information available on the world-wide web.
The participant will learn how patients may access such material
and what a suicidal patient might find should he or she attempt to
locate suicide information through internet search engines. The
presentation also suggests interventions to help clinicians work
with web-savvy, high-risk patients.

SUMMARY:

Objective: This study examined what types of resources a sui-
cidal person might find through search engines on the internet.
We were especially interested in determining the accessibility
of potentially harmful resources, such as pro-suicide forums,
as such resources have been implicated in completed suicides
and are known to exist on the web. Method: Using five popu-
lar search engines and four suicide-related search terms, we col-
lected quantitative and qualitative data about the search results.
Several co-raters assigned codes and characterizations to web
pages, which were then confirmed by consensus ratings. Search
results were classified as being either pro-suicide, anti-suicide,
suicide-neutral, not a suicide site, or error (i.e., page would not
load). Additional information was collected to further character-
ize the nature of the information on these web sites. Results:
Suicide-neutral pages were the most frequent, followed by anti-
suicide pages. While pro-suicide resources were less frequent,
they were nonetheless easily accessible. Conclusion: Mental
health professionals should ask patients about their internet use.
Depressed, suicidal, or potentially suicidal patients who use the
internet may be especially at risk. Clinicians may wish to as-
sist patients in locating helpful, supportive resources online so
that patients’ internet use may be more therapeutic than harm-
ful. Detailed, how-to instructions for unusual and lethal suicide
methods, and organizations and individuals advocating suicide,
are easily located through internet search engines.

REFERENCES:

1. Alao AO, Yolles JC, Armenta W: Cybersuicide: The internet
and suicide. Am J Psychiatry 1999; 156(11):1836-1837.

2. Gallagher KE, Smith DM, Mellen PF: Suicidal asphyxiation
by using pure helium gas: Case report, review, and discussion
of the influence of the internet. Am J Forensic Med Pathology
2003; 24(4):361-363.
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No. 27
SELF-EXPLORATION AND IDENTITY NEGOTIATION
ON THE INTERNET

Lydia Sit, M.D., 2150 Pennsylvania Ave NW, 8th Floor, Washington,
DC 20037, Washington, DC 20037

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) describe the newest online entities that are available for us-
ers, including blogs, forums, Massively Multiplayer Online Role
Playing Games (MMORPG), and virtual communities (Second
Life); (2) identify various psychological factors affecting internet
usage (anonymity, temporal flexibility, multiplicity, etc.); and (3)
discuss several observable outcomes and possible future trends as
a result of the Internet revolution.

SUMMARY:

The internet is a rapidly growing system of networks. With
these developments come greater changes in the way we think,
interact, and form communities. For many people it has become
a powerful force in negotiating their identity. As mental health
professionals, there will inevitably be, if there are not already,
patients who will report some degree of their online activities.
As such it is our duty to begin building a framework for our un-
derstanding of the internet revolution. Objective: This paper is
an exploration of the wide array of motivations and meanings of
internet-related behaviors. Methods.: Systematic literature review
on published papers related to internet-related psychology, usage,
and behavior. Results: There are several studies already published
and also ongoing research observing the interactions of users in
chat rooms, virtual communities, and MMORPGS. There are also
several books and papers that attempt to elucidate the meanings
and psychological constructs behind these behaviors. Conclu-
sions: With the internet comes a set of distinct psychological fac-
tors that affect its usage: anonymity, temporal flexibility, record-
ability/public domain, flexibility, and mutliplicity. Together these
create unique opportunities for identity negotiation in addition to
the potential outcomes of Internet addiction and online disinhibi-
tion. In conclusion, the internet revolution has already arrived. As
we move forward in our careers as mental health professionals,
we need to be cognizant of the changes it has brought with it and
so we can better both understand and help our patients.

REFERENCES:

1. Suler J R: The basic psychological features of cyberspace.
The Psychology of Cyberspace, 2002, www.rider.edu/suler/
psycyber/basicfeat.html.

2. Turkle S: Life on the Screen: Identity in the Age of the Inter
net. New York: Simon and Schuster, 1995.

SCIENTIFIC AND CLINICAL REPORT SESSION 10-AL-
COHOL AND CANNABIS DEPENDENCE

No. 28

INTEGRATED GROUP THERAPY FOR PATIENTS
WITH BIPOLAR DISORDER AND SUBSTANCE DE-
PENDENCE CAN BE SUCCESSFULLY DELIVERED BY
DRUG COUNSELORS

Roger Weiss, M.D., 115 Mill Street, Belmont, MA 02478,
Margaret L. Griffin, Ph.D., William B. Jaffee, Ph.D., Rachel E.
Bender, B.A., Fiona Graff, B.A., Robert J. Gallop, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand and implement successful behavioral treatment
strategies with patients with co-occurring bipolar and substance
use disorders. Participants will understand specific patterns of
medication non-adherence in patients with bipolar disorder and
substance dependence. Participants will be able to recognize
typical thought and behavior patterns in this population that are
conducive to recovery and relapse.

SUMMARY:

Introduction: Bipolar disorder (BD) is the Axis I disorder with
the highest risk of a coexisting substance use disorder (SUD).
However, treatments for this population have been understudied.
We developed a manualized therapy for these patients, Integrated
Group Therapy (IGT), using a cognitive-behavioral model fo-
cused on similarities in thoughts and behaviors in recovery from
BD and SUD. In a previous randomized, controlled trial, IGT was
more effective than standard group drug counseling (GDC) in re-
ducing substance use; mood outcomes were similar. The current
study tested a “community-friendly” version of IGT, designed to
be more amenable for adoption in community drug abuse treat-
ment programs. We attempted to replicate our previous findings
in an effectiveness trial using drug counselors with no previous
CBT training; the treatment was reduced from 20 to 12 sessions
to increase feasibility. Method: A randomized, controlled trial
(N=61) compared 12 weekly sessions of IGT with GDC. We hy-
pothesized that IGT patients would again have a greater reduction
in days of substance use and fewer weeks ill with a mood epi-
sode than GDC patients. Results: Adherence/competence ratings
showed satisfactory performance by the counselors, and group
attendance was high in both treatments. IGT had better substance
use and mood outcomes than GDC. IGT patients were signifi-
cantly more likely to abstain throughout the 3 months of treat-
ment, were more likely to attain at least one abstinent month,
and had a shorter time to the first abstinent month; there was also
a trend for fewer days of substance use for IGT patients. Fur-
ther, IGT patients had fewer weeks ill with depression than GDC
patients. Conclusion: These findings corroborate earlier results
showing that IGT is more effective than GDC for patients with
BD and SUD. This study also demonstrates that drug counselors
can be trained to implement this intervention effectively, and that
a shortened version of IGT remains effective.

REFERENCES:

1. Weiss RD, Griffin ML, Greenfield SF, Najavits LM, Wyner D,
Soto JA, Hennen JA: Group therapy for patients with bipolar
disorder and substance dependence: results of a pilot study. J
Clin Psychiatry 2000; 61(5): 361-367.
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trial of integrated group therapy versus group drug counseling
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No. 29
CANNABIS WITHDRAWAL IN NON-TREATMENT-
SEEKING ADULT CANNABIS USERS

David Gorelick, M.D., NIDA IRP, 5500 Nathan Shock Drive,
Baltimore, MD 21224, Kenneth H. Levin, BA, Marc L. Copersino,
Ph.D., Stephen J. Heishman, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) recognize the major symptoms of cannabis withdrawal,
and (2) understand the role of withdrawal in relapse to cannabis
use.

SUMMARY:

Objective: Cannabis withdrawal is not recognized in DSM-IV,
in part because its “clinical significance is uncertain” (DSM-IV-
TR, 2000, p. 236). We previously reported in 104 adults that 70%
experienced over three withdrawal symptoms; a majority (56%)
took some action to relieve withdrawal. (Copersino et al., 2006)
This study aimed to confirm these findings in a larger, more var-
ied sample recruited from the community. Method: Subjects over
18 years old, over 8th grade English reading level, had made
more than one “serious” (self-defined) attempt to quit cannabis
use, and gave written informed consent completed a Marijuana
Quit Questionnaire. The quitting experience in subject subgroups
was compared using chi-square and t tests. Results: A total of
469 subjects provided usable data, with a mean (SD) age of 31.2
(10.3) years, 58% male, 79.5% African American. They used can-
nabis as marijuana cigarettes (88.7%) and blunts (82%); 71.2%
reported lifetime cannabis use more than 1000 times. Their age
at first cannabis use was 14.8 (3.2) years. 79.7% reported using
more cannabis than at first to get the same “high” (suggestive of
tolerance); 42.4% reported experiencing withdrawal symptoms
when quitting. One-third of subjects resumed cannabis use to re-
duce or avoid withdrawal symptoms, suggesting that withdrawal
served as a negative reinforcer for relapse. Such subjects were
significantly more likely than others to be younger (29.5 vs. 31.8
years old), African American (85.3% vs. 14.7%), less confident
in the success of their quit attempt, and to report tolerance and
psychological dependence. Conclusions: Study findings show
that one-third of adult heavy cannabis users resume cannabis use
to minimize or avoid withdrawal. This suggests that cannabis
withdrawal serves as a negative reinforcer for relapse, supporting
its clinical importance as a focus of treatment for patients with
cannabis dependence. Supported by the Intramural Research Pro-
gram, NIH, National Institute on Drug Abuse.

REFERENCES:
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No. 30

LONG-TERM SAFETY AND TOLERABILITY OF
EXTENDED-RELEASE NALTREXONE IN ALCOHOL-
AND/OR OPIOID-DEPENDENT PATIENTS: A RANDOM-

IZED, ACTIVE-CONTROLLED STUDY

Kyle Kampman, M.D., University of Pennsylvania, Treatment
Research Center; 3900 Chestnut Street, Philadelphia, PA 19104,
Irina Gromov, M.D., Ph.D., Alan Sirota, M.D., Ph.D., Bernard
Silverman, M.D., Xinjian Qiao, Sc.D., David R. Gastfriend,
M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, participants should be
familiar with the long-term safety and tolerability profile of ex-
tended-release naltrexone (XR-NTX) in patients with alcohol and
opioid or mixed dependence.

SUMMARY:

Objective: The chronicity of alcohol dependence requires that
medications have tolerable safety profiles over time. The long-
term safety and tolerability of repeat doses of extended-release
naltrexone (XR-NTX) 380 mg were evaluated in alcohol- and
opioid- or mixed-dependent patients in a randomized, multi-
center, active-controlled study for =one year. Methods: Con-
senting patients were randomized (6:1) to receive intramuscular
injections of XR-NTX 380 mg every four weeks (physician ad-
ministered) or oral naltrexone 50-mg tablets daily (patient ad-
ministered), in combination with psychosocial support. Results:
Mean (SD) patient age was: overall (N=436) 40.7 (11.3), alcohol-
(N=315) 43.2 (10.4), and opioid- or mixed-dependence (N=121)
34.1 (10.8) years. Of the 371 patients randomized to XR-NTX
380 mg, 119 (32%) received all 13 scheduled doses. Of the 65
patients randomized to oral naltrexone, medication for the entire
regimen was distributed to 22 patients (34%). Similar percent-
ages of patients in both treatment groups completed the study. In
total, 60 (14%) patients withdrew due to adverse events (AEs).
The treatments were generally well tolerated. Most AEs were
mild or moderate in intensity. Overall, the most common were
nausea (22%), headache (16%), nasopharyngitis (12%), insomnia
(11%), upper respiratory tract infection (10%), and depression
(10%). The AE profile of XR-NTX 380 mg was comparable to
that of oral naltrexone, with the exception of injection-site reac-
tions which occurred with 14% of XR-NTX injections. Similar
AEs were reported by alcohol- and opioid- or mixed-dependent
patients. There was no evidence of drug-related hepatotoxicity.
Heroin overdose was reported in 3 patients with opioid or mixed
dependence (2 receiving XR-NTX 380 mg, 1 oral naltrexone); all
3 recovered and discontinued from the study. Conclusion: Long-
term administration of XR-NTX 380 mg was generally safe and
well-tolerated in alcohol- and opioid- or mixed-dependent pa-
tients.
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SCIENTIFIC AND CLINICAL REPORT SESSION 11-GE-
RIATRIC PSYCHIATRY

No. 31

FEASIBILITY AND EFFECTIVENESS OF TELEMEDI-
CINE FOR PSYCHIATRIC CONSULTATION TO CHI-
NESE IMMIGRANTS IN A NURSING HOME

Albert Yeung, M.D., Suite 401, 50 Staniford Street, Boston, MA
02114, Wan-Chen Claire Weng, Daniel Johnson, B.A., Maurizio
Fava, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, participants will under-
stand the usefulness of telemedicine for psychiatric consultations
to Chinese immigrants in a nursing home.

SUMMARY:

Objective: To investigate the feasibility and effectiveness of
telemedicine for psychiatric consultations to depressed Chinese
immigrants in a nursing home. Method: Polycom® VSXTM3000
systems were installed at the Massachusetts General Hospital De-
pression Program and at South Cove Manor, a nursing home in
Boston’s Chinatown serving predominantly Chinese immigrants.
The equipment was connected using IP and transmissions are at
384K with no audio delay. Starting in January 2007, all nurs-
ing home patients who required a psychiatric consultation were
directed to the PI who provided one-time face-to-face consulta-
tion at the nursing home. After patients or their guardians had
consented to the study, the PI arranged follow-up visits using
videoconferencing. For patients who are hard of hearing, a nurs-
ing home staff assisted communication during videoconferencing
visits. All patients received two to six follow-up visits depending
on their clinical conditions. Patients’ and nursing home staff’s
satisfaction, patients’ improvement in clinical symptoms, and
social functioning were measured. Results: This is an ongoing
study, which has enrolled seven patients from the nursing home.
All subjects had no difficulty being interviewed using telemedi-
cine for their follow-up visits. All subjects, family members, and
nursing home staff responded being satisfied or highly satisfied to
the intervention. Five out of seven of the patients have improved
with intervention based on their Clinical Global Improvement
Scores; the remaining two subjects received consultation only
for diagnostic purposes. Conclusions: It is possible to use tele-
medicine to provide psychiatric consultations to ethnic minority
patients in a nursing home. Telemedicine has the potential to be
an effective tool for decreasing mental health treatment dispari-
ties among ethnic minorities with language barriers.

REFERENCES:
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No. 32

POOR SLEEP QUALITY INDEPENDENTLY PREDICTS
DEPRESSION IN COMMUNITY-DWELLING OLDER
ADULTS

Hyong Cho, M.D., Cousins Center for Psychoneuroimmunology,
UCLA Semel Institute for Neuroscience and Human Behavior,
300 Medical Plaza, Suite 3156, Los Angeles, CA 90095, Michael
R. Irwin, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to apply a simple two-step strategy to identify those older adults
at risk for depression in his/her clinical practice, especially to:
(1) inquire about a prior history of depression, a non-modifiable,
but easy-to-assess risk factor; and (2) assess the presence of sleep
disturbance, a potentially modifiable risk factor.

SUMMARY:

Background: Sleep disturbances and depressive disorders in
late life are major public health issues. However, data support-
ing sleep disturbance as a risk factor for geriatric depression
are limited. Objective: To examine whether sleep disturbances
predict both occurrence and recurrence of depression in late life
independently of prior depression history and other depressive
symptoms. Design: Prospective cohort study. Setting: three ur-
ban communities in the United States. Participants: 351 older
adults aged 60 or older, 145 with a history of major or non-major
depression in full remission and 206 who have never been men-
tally ill. Measurements: Participants were assessed at baseline,
six weeks, one year, and two years for depressive episodes (major
and non-major), depressive symptom severity, sleep quality, and
chronic medical illness, respectively using the Structured Clini-
cal Interview for the DSM-IV, the Beck Depression Inventory, the
Pittsburgh Sleep Quality Index, and the Chronic Disease Score.
Results: Group status (prior depression vs. control), sleep distur-
bance and other depressive symptoms were independent baseline
predictors of depression occurrence during two-year follow up
with respective adjusted odds ratios of 38.65 (95% CI 4.72 to
316.43), 3.05 (1.07 to 8.75) and 1.19 (1.07 to 1.33). Within the
prior depression group, depression recurrence was independently
predicted by sleep disturbance (hazard ratio 3.99; 95% CI 1.24
to 12.86) and other depressive symptoms (1.15; 1.02 to 1.30).
Conclusions: Sleep disturbance was an independent risk factor
for both occurrence and recurrence of depression in community-
dwelling older adults. Proper identification and treatment of sleep
disturbances in older adults may prevent future depressive epi-
sodes, particularly, in those with a prior depression history.

REFERENCES:
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No. 33

ASSOCIATION BETWEEN FRONTAL LOBE COGNI-
TIVE AND EXECUTIVE FUNCTIONS AND DOMAINS
OF DEPRESSIVE SYMPTOMS IN EARLY POST-
STROKE PATIENTS

Matldes Sobreiro , Psy.D., Av. Dr. Ovidio Pires de Campos 785,
3¢, Instituto de Psiquiatria, Sala 13, Cerqueira Cesar, Sdo Paulo,
Brazil 05403-010, Katia O. Pinto, Ph.D., Luisa Terroni, M.D.,
Mara C. De Lucia, Ph.D., Gisela Tinone, Ph.D., Dan V. losifescu,
M.D., Renério Fraguas, Ph.D., Milberto Scaf, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participant, while
considering a first-ever stroke patient, should be able to describe
the relationship between the domain of retardation and cognition
on the 31-item Hamilton Depression Rating Scale (HAM-D-31)
as well as the functions of the frontal lobe, specifically working
memory and executive functions.

SUMMARY:

Objective: The aim of this study was to investigate the relation-
ship between frontal lobe functions and domains of depressive
symptoms in first-ever ischemic stroke patients. Methods: We
assessed 72 consecutive males and females patients admitted
to the neuro-clinic unit of the HCFMUSP-SP with diagnosis of
first ischemic supratentorial stroke. All patients were 18 years or
older and had no previous history of depressive disorders. They
were evaluated between six to 23 days after the stroke (mean +
SD =12 + 3.8). Seven domains of depressive symptomatology
(cognitive symptoms, accessory symptoms, retardation, fatigue
and interest, eating and weight, insomnia, and anxiety) as been
reported by Jamerson et al. (2003) were assessed by a psychiatrist
using the HAM-D-31. A neuropsychologist assessed the frontal
lobe functions using the Digit Span (WAIS-R), the Verbal Flu-
ency words/min (FAS) and the Stroop Test. Results: Inverse cor-
relation was found between scores on the retardation domain of
the HAM-D-31 and the performance on the Digit Span backward
subtest (t=-1.95; P=0.055; 95% confidence interval [CI]: -0.65
to 0.01) and on the FAS test (t=-2.97; P=0.004; 95%CI: -5.21 to
-1.02); and positive correlation was found between scores on the
retardation domain of the HAM-D-31 and the performance on
the Stroop-D (t=3.11; P=0.005; 95%CI: 1.41 to 6.93), Stroop-W
(t=2.70; P=0.012; 95%CI: 1.57 to 11.54) and Stroop-C (t=2.41;
P=0.023; 95%CI: 1.53 to 19.70) tests. The domain of cognitive
symptoms on the HAM-D-31 was positively correlated with the
performance on the Stroop-D (t=2.36; P=0.026; 95%CI: 0.47
to 6.77) and Stroop-C (t=2.15; P=0.041; 95%CI: 0.44 to 20.28)
tests. Conclusion: The results suggest that domains of retardation
and cognition symptoms of the HAM-D-31 in early post-stroke
patients are related to impairment in working memory and execu-
tive functions as assessed with the Stroop, Digit Span, and FAS
tests.
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SCIENTIFIC AND CLINICAL REPORT SESSION 12-
CANCELED

SCIENTIFIC AND CLINICAL REPORT SESSION 13-
ADULT BEHAVIORAL AND PERSONALITY DISOR-
DERS

No. 34

FACTOR STRUCTURE AND DIAGNOSTIC EFFICIEN-
CY OF DSM-1V CRITERIA FOR AVOIDANT PERSON-
ALITY DISORDER IN HISPANIC MEN AND WOMEN
WITH SUBSTANCE USE DISORDERS

Daniel Becker, M.D., Mills-Peninsula Medical Center, 1501
Trousdale Dr., Burlingame, CA 94010, Luis Miguel Afiez, Psy.D.,
Manuel Paris, Psy.D., Luis Bedregal, Ph.D., Carlos M. Grilo, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand the factor structure and diagnostic efficiency of the
DSM-1V criteria for avoidant personality disorder in Hispanic pa-
tients, and the extent to which these metrics may be affected by
gender.

SUMMARY:

Objective: This study examined the factor structure and diag-
nostic efficiency of the DSM-IV criteria for avoidant personal-
ity disorder (AVPD), and the extent to which these metrics may
be affected by gender. Method: Subjects were 130 monolingual
Hispanic adults (90 males, 40 females), who had been admitted
to an outpatient clinic specializing in the aftercare treatment of
substance abuse. All were reliably assessed with the Spanish-
language version of the Diagnostic Interview for DSM-IV Per-
sonality Disorders. The AVPD diagnosis was determined by the
best-estimate method. After evaluating the internal consistency
and cohesiveness of the AVPD criterion set, an exploratory factor
analysis was performed using principal components with vari-
max rotation. Then, diagnostic efficiency indices were calculated
for all AVPD criteria. Subsequent analyses examined males and
females separately. Results: For the overall group, internal con-
sistency of AVPD criteria was good—as indicated by a coeffi-
cient alpha of .93, the pattern of significant inter-item correlations
(range, .51 to .78), and the lack of improvement in coefficient
alpha when any of the criteria was deleted. Exploratory factor
analysis revealed a one-factor solution, accounting for 67% of the
variance (eigenvalue = 4.68), thus supporting the unidimension-
ality of the AVPD criterion set. The best inclusion criterion was
“reluctance to take risks,” while “interpersonally inhibited” was
the best exclusion criterion and the best predictor overall. When
males and females were examined separately, similar results were
obtained for both factor structure and diagnostic efficiency—with
only slight variation noted between the genders in the patterning
of diagnostic efficiency indices. Conclusions: These psychomet-
ric findings—which were similar for males and females—support
certain important aspects of the AVPD diagnosis in general, and
may shed light on the nature of this disorder within this particular
clinical population.
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No. 35
TATTOOS AND ANTISOCIAL PERSONALITY DISOR-
DER

William Cardasis, M.D., 202 E. Washington Street, Ste. 208, Ann
Arbor, MI 48104, Alissa Huth-Bocks, Ph.D., Kenneth R. Silk,
M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand how the presence of tattoos on inpatients in a fo-
rensic psychiatric setting can alert clinicians to the diagnosis of
antisocial personality disorder and other relevant historical infor-
mation and behavioral characteristics.

SUMMARY:

Objective: The relationship of tattoos to the diagnosis of anti-
social personality disorder (ASPD) was explored in a forensic
psychiatric inpatient setting. It was hypothesized that a great-
er proportion of forensic inpatients that possessed tattoos had
ASPD than patients who did not possess tattoos. Method: Fo-
rensic male psychiatric inpatients (N=36) were administered a
semi-structured interview to determine the presence of a tattoo.
Antisocial personality disorder (ASPD) was determined by cri-
teria on a DSM-IV antisocial personality disorder checklist and
by DSM-IV admission diagnosis. Demographic and background
characteristics of the patients were collected, and details about
each tattoo were obtained including a calculation of the surface
area of each tattoo. Results: Significantly more forensic psychi-
atric inpatients with a diagnosis of ASPD had tattoos compared
with patients without ASPD. These patients also had a signifi-
cantly greater number of tattoos, a trend toward having a greater
percentage of their total body surface area tattooed, and were
more likely to have a history of substance abuse. Also, tattooed
subjects, with or without ASPD, were significantly more likely
to have histories of substance abuse, sexual abuse, and suicide
attempts. Conclusions: Forensic psychiatric inpatients with tat-
toos should be assessed carefully for the presence of ASPD as
well as for substance abuse, sexual abuse, and suicide attempts,
factors having potentially significant influence on the assessment
and treatment of such patients.
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No. 36

RESULTS FROM A RANDOMIZED, CONTROL TRIAL
OF AN INTEGRATED TREATMENT FOR COMORBID
ANGER AND GAMBLING PROBLEMS

Lorne Korman, Ph.D., British Columbia Provincial Youth
Concurrent Disorders Program, Mental Health Building, Box
141 4500 Oak Street, Vancouver, Canada V6H 3NI1, Jane Collins,
B.Sc.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participant should be
able to: (1) describe the prevalence of anger problems among in-
dividuals with addictions problems; and (2) describe the findings
of a research study evaluating an integrated treatment for anger
and addictions.

SUMMARY:

Results from a study evaluating an integrated treatment for co-
morbid gambling, substance use, and anger problems will be pre-
sented. Problem gamblers with comorbid anger problems (n=42),
half of whom also had substance use disorders, were randomized
to either a 14-week integrated treatment addressing both anger
and addictions, or to a specialized gambling and substance use
treatment-as-usual (TAU). Participants were assessed at baseline
(T1), 14 weeks (T2), and at 12 weeks follow-up (T3). Relative to
the TAU, participants in the integrated anger and addiction treat-
ment were more likely to be engaged in treatment, and reported
significantly less gambling at T2 and T3, and less trait anger and
substance use at T3. Findings suggest it is important to treat anger
and addiction problems concurrently, and to use active treatment
engagement strategies for this population.
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SCIENTIFIC AND CLINICAL REPORT SESSION 14-
ANTIPSYCHOTIC MEDICATIONS IN BIPOLAR DISOR-
DER AND SCHIZOPHRENIA

No. 37
GENDER-SPECIFIC PATTERNS IN NMS SYMPTOMS

Zack Cernovsky, Ph.D., 98 Greenbrier Crescent, London, Canada
N6J 3X9, Varadaraj Velamoor, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should become
aware that while the expression of NMS is similar regardless
of gender, males may be overrepresented among the victims of
NMS.

SUMMARY:
Introduction/Hypothesis: Survey data from various medical
centers of 225 suspected NMS cases have been analyzed statisti-
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cally to evaluate if gender is associated with systematic differ-
ences in NMS symptom patterns. Methods: The mean age of the
225 patients was 41.0 years (SD=17.9). Correlations were calcu-
lated of gender to data that included vital signs (temperature, BP,
pulse), laboratory measures (Creatine Kinase, WBC, PH, P-02,
P-C02), and ratings of numerous behavioral symptoms (includ-
ing rigidity, dysarthria, dysphagia, agitation, coma, etc.) relevant
in NMS research. Results: Men were relatively overrepresented
in our sample of suspected cases (63.1% versus 36.9%). None
of the individual symptoms or laboratory measures were signifi-
cantly correlated with gender, regardless of whether the data were
calculated on all 225 suspected cases or only on the 188 who
met DSM-4 criteria for NMS. While men and women did not
differ in relative proportions of those classified as NMS by DSM-
4 (83.8% of men and 83.1% of women met the criteria), there
was a significant difference with respect to those meeting Caroff
criteria (38.7% of men with confirmed NMS versus only 25.3%
of women, x2 = 4.2, p=.04, 2-tailed). While statistically signifi-
cant, the relationship of Caroff’s criteria to gender is only weak
(phi=.14). Conclusion/Discussion: Gender does not have a major
modifying impact on NMS symptom patterns, however, the ratio
of males to females in our sample approached 2 to 1, suggesting
a powerful gender factor in the incidence of NMS.
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No. 38

COMPARISON OF INTRAMUSCULAR ZIPRASIDONE,
OLANZAPINE, OR ARIPIPRAZOLE FOR AGITA-
TION: A QUANTITATIVE REVIEW OF EFFICACY AND
SAFETY

Leslie Citrome, M.D., Nathan S. Kline Institute for Psychiatric
Research, 140 Old Orangeburg Road, Orangeburg, NY 10962

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) identify the different pharmacotherapeutic choices for the
treatment of agitation; and (2) apply the tools of evidence-based
medicine, namely number needed to treat (NNT) and number
needed to harm (NNH), to compare treatment efficacy and safety
among the different medications available.

SUMMARY:

Objective: To compare the efficacy and safety of the intramus-
cular formulations of ziprasidone, olanzapine, and aripiprazole
in treating agitation. Data sources: The pivotal registration trials
were accessed by querying on-line literature and clinical trial da-
tabases. Pharmacovigilance data and posters were requested from
the manufacturers. Study Selection: Nine double-blind, random-
ized, controlled clinical trials were identified. Data Extraction:
Number needed to treat (NNT) for response for treating agitation
and number needed to harm (NNH) for extrapyramidal effects
were calculated from the study reports. Additional safety out-
comes subject to NNH analysis were obtained from product la-

beling. Data Synthesis: Using the a priori definitions of response
at 2 hours after the first injection, NNT for response versus pla-
cebo (or placebo equivalent) for treating agitation for the pooled
data for the recommended dose of ziprasidone 10-20 mg was 3
(95% CI=2 to 4), for olanzapine 10 mg, 3 (95% CI=2 to 3), and
for aripiprazole 9.75 mg, 5 (95% CI=4 to 8). Treatment-emergent
adverse events occurring during the pivotal trials revealed statis-
tically significant NNH versus placebo (or placebo equivalent)
for aripiprazole for headache (NNH 20, 95% CI=11 to 170) and
nausea (NNH 17, 95% CI=11 to 38), for ziprasidone for headache
(NNH 15, 95% CI=8 to 703), and for olanzapine for treatment-
emergent hypotension (NNH 50, 95% CI=30 to 154). Olanzapine
and aripiprazole had a more favorable extrapyramidal side-ef-
fect profile compared with haloperidol (there was no haloperidol
treatment arm in the ziprasidone studies). Conclusions: Although
the lowest NNT, and hence strongest therapeutic effect, was seen
for the studies of ziprasidone and olanzapine as opposed to ar-
ipiprazole, head-to-head controlled studies directly comparing
these three agents are needed.
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2. Citrome L: Dissecting clinical trials with ‘number needed to
treat’. Current Psychiatry 6(3):66-71, 2007.

No. 39

ATYPICAL ANTIPSYCHOTIC AGENTS, NEUROCOG-
NITIVE DEFICITS, AND AGGRESSION IN SCHIZO-
PHRENIC PATIENTS

Menahem Krakowski, M.D., Nathan Kline Institute for Psychiatric
Research, 140 Old Orangeburg Road, Orangeburg, NY 10962,
Pal Czobor, Ph.D., Karen Nolan, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) understand better the different ways in which the new
atypical agents may affect cognition, including direct cognitive
enhancement and indirect effects mediated through decreased
side effects, improved symptoms or through decreased need for
concomitant anticholinergic agents; and (2) understand better the
various ways in which cognitive impairments can impact on ag-
gressive and impulsive behavior.

SUMMARY:

Objective: To compare improvement in cognitive function in
typical versus atypical antipsychotic agents in violent schizo-
phrenic patients and to determine whether change in cognitive
function is related to aggression. Methods: One hundred physi-
cally aggressive schizophrenic inpatients were assigned to a
randomized, double-blinded, parallel-group, 12-week treatment.
There were 33, 34, and 33 subjects in the clozapine, olanzap-
ine, and haloperidol groups, respectively. They were adminis-
tered a battery of tests assessing psychomotor function, general
executive function, visual and verbal memory, and visuospatial
ability. The number and severity of aggressive events was mea-
sured by the overrall score on the Modified Overt Aggression
Scale (MOAS). Results: The primary cognitive measure was the
general cognitive index derived from the above battery. There
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was a significant difference in the change in general cognitive
index with treatment (F=7.02, df=2,85, p=.001) among the three
groups. This was further characterized in post hoc tests by advan-
tages of olanzapine over both haloperidol and clozapine. Further
analyses revealed significantly greater improvement with olan-
zapine in several cognitive domains. There was a significant in-
teraction between treatment assignment and change in the overall
cognitive index in determining overall aggression score on the
MOAS (c2=33.0, df=2,85, p<.001). Improvement in the general
cognitive index was significantly associated with a decrease in
violence in the olanzapine group, but not in the other two groups.
Conclusion: Olanzapine treatment is associated with better cog-
nitive functioning relative to haloperidol and clozapine in violent
schizophrenic patients. This may be explained in several ways.
This improvement in neurocognitive function is associated with a
decrease in aggressive behavior. As clozapine markedly reduced
aggression, there appear to be different pathways for the anti-ag-
gressive effect of olanzapine and that of clozapine.
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SCIENTIFIC AND CLINICAL REPORT SESSION 15-
PSYCHOPHARMACOLOGY OF MOOD DISORDERS

No. 40
QUETIAPINE AS MAINTENANCE THERAPY IN BIPO-
LAR I DISORDER

Trisha Suppes, M.D., Department of Psychiatry, Bipolar Disorder
Research Program, 5323 Harry Hines Blvd., Dallas, TX 75390-
9121, Eduard Vieta, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to recognize the relapse-preventing effectiveness of quetiapine
combined with lithium or divalproex versus monotherapy lithium
or divalproex as maintenance treatment for patients with bipolar
I disorder. The relative risks and benefits of the long-term use of
quetiapine combination therapy will also be understood.

SUMMARY:

Objectives: To assess the efficacy/safety of quetiapine (QTP)
combined with lithium (Li)/divalproex (DVP), two similarly
designed, randomized, double-blind, up to 104-week studies
(D1447C00126+ D1447C00127) were conducted. Methods: Pa-
tients with bipolar I disorder, most recent episode manic, mixed
or depressed (DSM-IV), received open-label QTP (400-800 mg/
d; flexible, divided doses)+Li (0.5-1.2 mEq/L)/DVP (50-125 pg/
mL) for 36 weeks maximum and a minimum of 12 weeks clini-
cal stability, followed by double-blind randomization to QTP+Li/
DVP or placebo+Li/DVP for up to 104 weeks. Primary endpoint

was time to recurrence of any mood event as defined by medi-
cation initiation, hospitalization, YMRS or MADRS =20 at two
consecutive assessments, or study discontinuation due to a mood
event. Results: The open-label stabilization phase entered 3,414
patients, and 1,334 entered the randomized treatment phase. Each
trial demonstrated a significant effect for quetiapine on risk reduc-
tion for any mood event recurrence. Similarly, when studies were
pooled, significantly fewer patients experienced a mood event
with QTP+Li/DVP (19.3%; total n=646) than placebo+Li/DVP
(50.4%; total n=680), with a hazard ratio for time to recurrence
of 0.30 (95% CI 0.24-0.37; P<0.001). Hazard ratios for time to
recurrence of manic and depressed events were both 0.30 (95%
C10.22-0.41 and 0.23-0.40; P<0.001). Adverse event incidence
was similar between the two groups. The incidence and incidence
density of a single emergent fasting blood glucose value =126
mg/dL was higher in the QTP+Li/DVP than in the placebo+Li/
DVP group (10.7% vs 4.6% and 18.03 vs 9.53 patients per 100
patient-years, respectively). Conclusions: Quetiapine in combi-
nation with Li/DVP demonstrated significant efficacy as main-
tenance treatment of bipolar I disorder in prevention of manic or
depressive relapse. The combination treatment for long-term use
was generally well tolerated. Supported by funding from Astra-
Zeneca Pharmaceuticals LP.
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No. 41

EFFICACY OF DESVENLAFAXINE SUCCINATE 50 MG/
D AND 100 MG/D: RESULTS FROM TWO PLACEBO-
CONTROLLED, FIXED-DOSE STUDIES IN DEPRESSED
OUTPATIENTS

Michael Liebowitzy M.D., NY State Psychiatric Institute,
1051 Riverside Drive, Unit 120, New York, NY 10032, Stuart
Montgomery, M.D., FRCPsych, Patrice Boyer, M.D., Ph.D., Amy
L. Manley, Sudharshan K. Padmanabhan, Raj Tummala, M.D.,
Jean-Michel Germain, Ph.D., Claudine Brisard, M.D., Karen A.
Tourian, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) Describe the antidepressant efficacy of the SNRI desven-
lafaxine at doses of 50 mg/d and 100 mg/d; and (2) discuss the
safety and tolerability of desvenlafaxine at doses of 50 mg/d and
100 mg/d for the treatment of MDD.

SUMMARY:

Introduction: Desvenlafaxine succinate (desvenlafaxine) is a
serotonin-norepinephrine reuptake inhibitor (SNRI)1 with dem-
onstrated efficacy for the treatment of major depressive disor-
der (MDD). Methods: Two identically designed, randomized,
double-blind, placebo-controlled studies were conducted: one in
the European Union (EU) and one in the United States (US). Pa-
tients met Diagnostic and Statistical Manual of Mental Disorders,
Fourth Edition (DSM-IV) criteria for MDD with a 17-item Ham-
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ilton Depression Rating Scale (HAM-D17) total score =20 at
screening and baseline. Two fixed daily doses of desvenlafaxine
(50 mg or 100 mg) or placebo were administered for eightweeks
(including a one week, 50 mg titration period for the patients
receiving 100 mg). The primary efficacy variable, change from
baseline on the HAM-D17, was analyzed using analysis of cova-
riance. For all efficacy analyses, the final on-therapy evaluation
was the primary end point and the primary population was the
intent-to-treat (ITT) population. Results: The ITT population in
these studies were: EU: desvenlafaxine 50 mg (n=164), desven-
lafaxine 100 mg (n=158), and placebo (n=161); US: desvenlafax-
ine 50 mg (n=150), desvenlafaxine 100 mg (n=147), and placebo
(n=150). Mean baseline HAM-D17 scores ranged from 23.0 to
24.4. Adjusted mean change from baseline scores on the HAM-
D17 in the EU study were significantly greater for both desven-
lafaxine groups (50 mg: —13.2 vs -10.7, P=0.002; 100 mg: —13.7
vs -10.7, P<0.001) compared with placebo. In the US study the
50 mg desvenlafaxine group separated significantly from placebo
(-11.5 vs —9.5; P=0.018) but the 100 mg group did not (-11.0
vs -9.5; P=0.065). In both studies, both doses of desvenlafaxine
were generally well tolerated and adverse events were consistent
with those of the SNRI class. Conclusions: These results gener-
ally support the efficacy of desvenlafaxine 100 mg/d for improv-
ing the symptoms of MDD and establish efficacy of the 50 mg/d
dose.

REFERENCES:

1. Deecher DC, Beyer CE, Johnston G, Bray J, Shah S, Abou-
Gharbia M, Andree T: Desvenlafaxine succinate: a new sero-
tonin and norepinephrine reuptake inhibitor. J] Pharmacol Exp
Ther 2006; 318:657-665.

. DeMartinis NA, Yeung PP, Entsuah R, Manley AL: A double-
blind, placebo-controlled study of the efficacy and safety of
desvenlafaxine succinate in the treatment of major depressive
disorder. J Clin Psychiatry 2007; 68:677-688.

No. 42
ASENAPINE IN BIPOLAR DISORDER: AN OVERVIEW
OF CLINICAL TRIALS IN THE OLYMPIA PROGRAM

Roger Mcintyre,, Head, Mood Disorders Psychopharmacology
Unit, University Health Network, University of Toronto, 399
Bathurst Street, MP 9-325, Toronto, Canada MS5T 258, Roger
MeclIntyre, Robert Hirschfeld, Joseph Calabrese, John Panagides

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) describe the acute effects of asenapine versus placebo on
acute mania symptoms in patients with bipolar I disorder; (2)
describe the long-term efficacy and safety of asenapine in acute
mania; and (3) compare the long-term efficacy and safety of ase-
napine in acute mania with that of olanzapine.

SUMMARY:

Asenapine is a novel psychopharmacologic agent being devel-
oped for treatment of schizophrenia and bipolar disorder. The
Olympia clinical trial program is a comprehensive assessment of
the efficacy, tolerability, and safety of asenapine against placebo
or active comparators in short- and long-term trials in these popu-
lations. As part of the Olympia program in patients with bipolar
I disorder, the Ares trials comprise a pair of placebo-controlled

three-week trials followed by extension studies totalling one year
of treatment. A combined population of almost 1,000 patients
began monotherapy with asenapine 10 mg BID (most patients
remained on this dosage), olanzapine, or placebo. Asenapine pro-
duced 13- and 14-point reductions in the Young Mania Rating
Scale (YMRS) total score from baseline to day 21 (P<0.05 versus
placebo; there was no comparison of asenapine vs olanzapine).
In the extension trials, direct comparison showed that asenapine
was at least as effective as olanzapine; for both groups, YMRS
total scores were reduced by 24 points at week 12 and by 28-29
points at week 52, and there were no significant between-group
differences in the rates of response (YMRS total score reduced by
at least 50% from baseline) or remission (YMRS total score 12 or
below at study end). In terms of safety and tolerability, sedation
and somnolence were commonly reported in both groups. Treat-
ment-emergent extrapyramidal symptoms were more common
with asenapine, but olanzapine was associated with a higher inci-
dence of clinically significant weight gain and a rising incidence
of metabolic syndrome. The next phase of the Olympia program
will be the Apollo trials, which will assess the use of asenapine in
combination with mood stabilizers or other standard treatments
for bipolar disorder. Collectively, the data thus far available indi-
cate that asenapine is effective and well tolerated in the treatment
of bipolar I disorder. This research was funded by Organon Inter-
national Inc and Pfizer Inc.
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SCIENTIFIC AND CLINICAL REPORT SESSION 16-
CONSULTATION-LIAISON AND EMERGENCY PSY-
CHIATRY

No. 43
DEPRESSION AND SUBJECTIVE INCOMPETENCE AS
SEPARATE COMPONENTS OF DEMORALIZATION

Cheryl A. Cockram, Ph.D., P.O. Box 573, Cheshire, CT 06410-
0573, John M. de Figueiredo, MD, ScD (presenting), Gheorghe
Doros, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to recognize the differences between depression and demoraliza-
tion and the relationships of depression and subjective incompe-
tence -- with each other and with both perceived stress and social
bonds -- in the context of demoralization.

SUMMARY:

Objective: To demonstrate empirically that depression and sub-
jective incompetence are separate components of demoralization.
Method: The subjects were patients at a palliative care clinic at
a cancer center who agreed to participate and met the following
criteria: age between 20 and 90 years; diagnosis of gastrointes-
tinal or colorectal cancer; able to read and understand English.
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Subjects with known mental disorder or previous psychiatric
treatment were excluded. Each subject completed a questionnaire
on sociodemographics; perceived stress measured by Impact of
Events Scale (IES); social bonds measured by Interpersonal So-
cial Evaluation List, Short form (ISELSF); depression measured
by Center for Epidemiologic Studies Scale (CES-D); and sub-
jective incoompetence, measured by Subjective Incompetence
Scale (SIS). Descriptive statistics and bivariate correlations were
obtained on all scales. Results: When perceived stress is low and
social support is high, depression and subjective incompetence
are not likely to occur together, and therefore demoralization is
not likely to occur (r =-0.57; p<0.02). When social supports are
weak and/or perceived stress is high, depression and subjective
incompetence may or may not coexist. Conclusion: The findings
give further support to the hypothesis that depression and sub-
jective incompetence are separate components of demoralization
and that their coexistence is influenced by degree of perceived
stress and availability and adequacy of social bonds.

REFERENCES:

1. de Figueiredo JM: Depression and demoralization: phenome-
nologic differences and research perspectives. Compr Psychi-
atry 1993; 34(5): 308-311.

2. Griffith JL, Gaby L: Brief psychotherapy at the bedside:
countering demoralization from medical illness. Psychosoma-
tics 2005; 46(2): 109-116.
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INFLUENCE OF DEPRESSIVE AND ANXIETY SYMP-
TOMS ON SURVIVAL IN PATIENTS WITH END-STAGE
RENAL DISEASE

Klaas-jan Nauta, M.D., Wijttenbachstraat 11 N, Amsterdam,
Netherlands 1093 HR, Robert Riezebos, M.D., Carl Siegert,
M.D., Ph.D., Adriaan Honig, M.D., Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand: (1) the difficulties of assessment of depressive
symptoms in patients with ESRD; (2) the relevance of depressive
and anxiety symptoms in poor prognosis of ESRD; and (3) the
clear need for integrating assessment of these symptoms in clini-
cal work-up of ESRD patients.

SUMMARY:

Objectives: Depressive symptoms are identified as common
complicating factors in chronic somatic diseases. In patients with
end-stage renal disease (ESRD)prevalence rates for depressive
symptoms have varied between 0% and 100%. There is evidence
for a relation with increased mortality and morbidity. A recent
finding suggested that co-occurrence of depressive and anxiety
symptoms were independent predictors of mortality in cardiac
patients. In patients with ESRD, to our knowledge this relation
has not been investigated yet. Methods: A prospective, single cen-
ter registry was conducted assessing the prevalence of depressive
and anxiety symptoms in a cohort of patients with ESRD on HD
treatment. Assessment of symptoms was done using the Hospital
Anxiety and Depression Scale (HADS). High depressive symp-
toms were defined as HADS D score > 7, high anxiety symptoms
as HADS A score > 8. The primary endpoint of the study was the
one-year mortality. Results: Currently, 73 patients have complet-

ed the one year follow up. 33 (45%) patients showed a HADS D
score > 7, and 23 (32%) showed a HADS A score>8. There were
no differences in baseline characteristics between the groups.
Treatment rates were low (3%). At one-year follow up the mor-
tality rate in patients with high depressive symptoms was 24%
compared with 8% in the HADS D-group. (RR 3.0, p<0.05). In
addition, patients in the HADS A group showed increased mortal-
ity rates as compared with those in the HADS A+group. (20% vs
4%, RR 5.0, p=0.03) Using this data a subgroup at risk with high
depressive symptoms and low anxiety symptoms could be identi-
fied. This HADS D+/A- (26% of the total population) subgroup
showed an excessive one year mortality of 37% as compared with
7% for the residual population. (RR 5.3. p=0.02). Conclusions:
Depressive symptoms are highly prevalent in HD patients (42%).
High depressive symptoms and low anxiety symptoms are both
strongly associated with poor patient survival.
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PSYCHIATRIC EMERGENCIES ON AN OBSTETRICS
SERVICE: AGITATION FROM UNRECOGNIZED POST-
TRAUMATIC STRESS DISORDER TRIGGERED BY
ROUTINE HOSPITAL CARE

Anjuli Jindal, M.D., Dept. of Psychiatry and Behavioral
Sciences, George Washington University Medical Center, 2150
Pennsylvania Avenue, NW, Washington, DC 20037, Lydia Sit,
M.D., James L. Griffith, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) describe how symptoms of agitation and impulsivity can
appear in obstetric settings when a patient’s unrecognized PTSD
is activated by routine hospital care; (2) describe specific risks for
PTSD activation during late pregnancy, peripartum, and postpar-
tum periods of pregnancy; and (3) list principles for management
of PTSD in hospitalized pregnant, peripartum, and postpartum
patients.

SUMMARY:

Few psychiatric emergencies so unsettle medical clinicians as
mental instability in a pregnant woman during late pregnancy,
delivery, or postpartum period. Clinicians and family members
fear not only for the well-being of the mother, but also for the
safety of the unborn child or infant. Agitation, impulsivity, or
unreasoned refusals of medical treatment prompt urgent calls
for immediate psychiatric intervention. Agitation or impulsivity
due to activation of unrecognized posttraumatic stress disorder
(PTSD) is a special problem since it can be triggered by stressors
occurring during routine hospital care, such as pelvic examina-
tions, loss of privacy with exposure of the body, a need to trust
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strangers, or lack of acknowledgement of the patient’s experience
in a biomedical setting. Activation of chronic PTSD often is most
manifest by hyperarousal symptoms of panic, hostility, insomnia,
and physical agitation, which fail to communicate to the medical
staff an association with past traumatic stress. Such agitation is
thus commonly misdiagnosed as psychosis, mania, or a personal-
ity disorder. Psychiatrically, accurate diagnosis is essential since
symptoms often remit promptly when: (1) overreliance upon an-
tipsychotic medications and sedatives is avoided; (2) the patient
can be educated about posttraumatic symptoms and engaged as a
partner in anticipating difficulties; (3) nursing staff are educated
to recognize and remove triggers from the environment, such as
unexpected touching of the body or failures to respond to the
nursing call button; and (4) the patient can be taught dearousal
methods, such as grounding techniques, controlled breathing, re-
laxation techniques, and use of guided imagery. In this presenta-
tion, we will utilize three clinical cases (late pregnancy, peri-par-
tum, post-partum) to illustrate symptom presentation, diagnostic
assessment, and clinical management of agitation and impulsiv-
ity due to activation of unrecognized PTSD during pregnancy.

REFERENCES:

1. Shamesh E, Stuber ML: (2006). Posttraumatic stress disorder
in medically ill patients: What is known? What needs
to be determined? And Why is it important? CNS Spectrums
11:106-117.

2. Buckley TC, Green BL, Schnurr PP: (2004). Trauma,
PTSD and physical health. In Wilson JP and Keane TM
(Eds), Assessing Psychological Trauma and PTSD.
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SCIENTIFIC AND CLINICAL REPORT SESSION 17-
ANXIETY SYNDROMES AND DISORDERS

No. 46

TAPERING OUT CLONAZEPAM IN PANIC DISOR-
DER PATIENTS AFTER AT LEAST THREE YEARS OF
TREATMENT

Antonio Nardi, M.D., Laboratory of Panic & Respiration, Federal
University of Rio de Janeiro, R Visconde de Piraja 407/702 Rio
de Janeiro RJ, 22410-003 Brazil 22410003, Fabiana L. Lopes,
M.D., Rafael C. Freire, M.D., Alexandre M. Valeng¢a, M.D.,
Isabella Nascimento, M.D., Valfrido L. de-Melo-Neto, M.D.,
André B. Veras, M.D., Arabella Rassi, M.D., Gastdo L. Soares-
Filho, M.D., Marco A. Mezzasalma, M.D., Anna Lucia King, Psy.
D., Marcio Versiani, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participant should
be able to conduct a tapering out of a benzodiazepine, recogniz-
ing the importance of a slow tapering, observing the withdrawal
signs and the possibility of some adjunct drug that may be useful
for some cases.

SUMMARY:

Objective: The efficacy of clonazepam monotherapy or in asso-
ciation for the treatment of panic disorder (PD) was established in
multicenter studies. After a long-term treatment with clonazepam
the tapering out schedule should be carefully designed to avoid

severe withdrawal symptoms. Method: We tapered out clonaz-

epam in PD patients taking it for at least three years of treatment.

We used scales for anxiety and withdrawal symptoms at every

visit during the period of tapering out and follow up. Seventy-

three patients who were asymptomatic of their PD for at least
one year and desired to leave the medication participated in this
trial. The protocol consisted of dose decrease during 4 months
and another eight months of follow up. The dose was decreased

0.5 mg per two-week period until it reaches 1 mg per day, then

0.25mg was taken out every week. Results: The mean dose at

starting the tapering out was 2.7+1.2 mg/day. Fifty-one (68.9%)

of the patients were free of the medication after the four months

of tapering as the protocol. 19 (26.0%) needed another three
months to leave the medication. Nine (12.3%) of this last group
used also mirtazapine or carbamazepine as adjunct therapy dur-
ing this period. Three (4.1%) patients gave up the tapering due
to return of anxiety symptoms. The withdrawal symptoms were

mild and observed in 55 (75.3%) patients. No serious adverse

events were observed. Insomnia, tremor, nausea, sweating, head-

ache, and subjective anxiety were the main complains. Fourty

(54.8%) patients were asymptomatic without any medication af-

ter the eight months follow-up and 10 (13.7%) had returned to

the use of benzodiazepine. Conclusions: It is possible to take the
clonazepam slowly out even after a long treatment without any
major withdrawal symptom. The dose should be tapering slowly
and some adjunct drug may be useful for some cases. Supported
by the Brazilian Council for Scientific and Technological Devel-

opment (CNPq), Grant 554411/2005-9.
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ma MA, Freire RC, Veras AB, Zin WA, Versiani M: A three-
year follow-up study of patients with the respiratory subtype
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No. 47

EVIDENCE FOR THE EXISTENCE OF A TEMPORAL
SEQUENCE IN COMORBID OBSESSIVE-COMPULSIVE
DISORDER AND SCHIZOPHRENIA: WHICH COMES
FIRST?

Kavi Devulapalli, B.A., 7635 Settlers Court, Mentor, OH 44060,
Henry A. Nasrallah, M.D., Jeffrey A. Welge, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to discuss the temporal sequence of onset of schizophrenia and
obsessive-compulsive disorder in patients suffering from both
disorders, and the clinical implications for the optimal pharmaco-
therapy in such patients.

SUMMARY:

Background: Obsessive-compulsive disorder (OCD) is often a
comorbidity in Schizophrenia (SCZ). However, little is known
about whether OCD emerges before or after diagnosis of SCZ
prior to treatment with atypical antipsychotic medications, which
have been reported to trigger OCD symptoms. The authors ana-
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lyzed data from clinical studies reporting the temporal sequence
of OCD and SCZ in patients who suffer from both disorders to
determine if there is a significant statistical difference between
the mean ages of onset in both disorders and the percentage of pa-
tients diagnosed with OCD prior to SCZ. Methods: A MEDLINE
search was conducted using the keywords “OCD” and “schizo-
phrenia.” Studies were assessed for the presence of data regard-
ing the ages of onset of patients comorbid for both disorders
as well as the number of patients in each study diagnosed with
OCD first, SCZ first, or both disorders concurrently. For studies
reporting the temporal sequence of diagnosis, a meta analysis,
using Random Effects (RE) and Fixed Effects (FE) models, was
performed to test the a priori hypothesis that OCD is diagnosed
prior to SCZ in patients comorbid for both disorders. The un-
standardized mean difference in the ages of onset of OCD and
SCZ was calculated. Results: Statistical analysis suggested that
OCD precedes SCZ (RE: P=0.10, FE: P=0.04). There is no sta-
tistically significant difference in the mean age of onset of OCD
(21.2 years) and schizophrenia (24.9 years), an unstandardized
difference of 1.04 years (RE: 95% CI: -0.67, 2.15, P=0.07; FE:
95% CI:-0.75, 2.84, P=0.16), despite a strong trend in the data.
Discussion: A strong trend in the data exists suggesting the onset
of OCD prior to SCZ in patients comorbid for both disorders.
The clinical and biological implications of these findings will be
discussed. Future prospective studies employing a larger sample
size are warranted.
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No. 48

SOCIAL ANXIETY AND FUNCTIONAL IMPAIRMENT
IN PATIENTS SEEKING SURGICAL EVALUATION FOR
HYPERHIDROSIS

Franklin Schneier, M.D., New York State Psychiatric Institute,
1051 Riverside Drive, Unit 69, New York, NY 10032, Lyall
Gorenstein, M.D., Catherine Whitman, B.A.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to recognize features of hyperhidrosis and be aware of the re-
lationship between hyperhidrosis, social anxiety, and functional
impairment.

SUMMARY:

Primary hyperhidrosis is characterized by excessive sweating
and may be associated with anxiety and fears of embarrassment.
However, there has been little study of social anxiety in hyperhi-
drosis patients. The purpose of this study was to assess severity
of sweating, social anxiety, and functional impairment in hyper-
hidrosis. Patients seeking evaluation for surgical treatment of
hyperhidrosis at a hospital-based clinic completed self-ratings,
sweating and impairment in quality of life due to hyperhidrosis.
These patients and social anxiety disorder patients seeking evalu-
ation for cognitive-behavioral and pharmacological treatment at
an anxiety disorders clinic also completed the Sheehan Disability

Scale and the Self-Rated Liebowitz Social Anxiety Scale, modi-
fied to assess the extent to which subjects attributed their social
anxiety in each of 24 situations to sweating. Thirty-four subjects
with hyperhidrosis reported social anxiety that was elevated
(LSAS total = 62.14/-30.5), although significantly lower (P<.05)
than that of 60 patients with social anxiety disorder (LSAS total
= 73.9+/-19.6). On the Sheechan Disability Scale, work disability
was significantly greater in patients with hyperhidrosis (6.9+/-
1.8 vs 5.3+/-2.9). Social, family/home, and overall disability did
not differ between the groups. Ratings of social anxiety attribut-
able to sweating were greater in hyperhidrosis (38.4+/-18.9 vs.
13.24/-16.1). Within the hyperhidrosis group, severity of social
anxiety on the LSAS, but not severity of sweating, was signifi-
cantly associated with all Sheehan Disability subscale scores and
with a measure of impairment in quality of life due to hyperhi-
drosis. Patients with hyperhidrosis report elevated social anxiety,
and they attribute more of their social anxiety to sweating than do
patients with social anxiety disorder. Social anxiety may mediate
functional disability and impairment in quality of life in patients
with hyperhidrosis.

REFERENCES:
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Escobar I, Villalonga R: An assessment of anxiety in patients
with primary hyperhidrosis before and after endoscopic thora-
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SCIENTIFIC AND CLINICAL REPORT SESSION
18-CONVERSION, SOMATIZATION AND CHRONIC
FATIGUE

No. 49

SOMATIZATION INCREASES ROLE IMPAIRMENT
AND DISABILITY INDEPENDENT OF PSYCHIATRIC
AND MEDICAL COMORBIDITY

Arthur J. Barsky, M.D., Brigham and Women's Hospital 75
Frances Street, Boston, MA 02115, Ashley M. Harris, M.D., E.
John Orav, Ph.D., David W. Bates, M.D., MSc.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) recognize the overlap and comorbidity of somatoform dis-
orders with anxiety and depressive disorder; (2) understand the
role of somatization in causing disability and role impairment;
and (3) know how the disability associated with somatization
compares with that resulting from major psychiatric and medical
conditions.

SUMMARY:

This study compared the functional disability and role impair-
ment of somatizing and non-somatizing patients and determined
the unique contribution of somatization to disability after taking
into account co-occurring psychiatric and medical illnesses. A
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total a 467 consecutive patients attending two primary care clin-
ics completed self-report questionnaires assessing somatization,
psychiatric disorder, role impairment, and disability. Aggregate
medical morbidity was assessed with a standardized, structured,
medical record audit. Patients with somatization, as well as those
with anxiety and depressive disorders and those with serious
medical illness had significantly more impairment of activities
of daily living and social activities. When these predictors were
considered simultaneously in a multivariable regression, the as-
sociation with somatization remained highly significant and was
comparable in magnitude to, or exceeded that of, several serious
medical conditions such as coronary artery disease and diabe-
tes. Somatization had a similar detrimental relationship to occu-
pational disability. In sum, patients with somatization had sub-
stantially greater functional disability and role impairment than
non-somatizing patients. Adjusting the results for psychiatric and
medical comorbidity had little effect on these findings.
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No. 50

THE COMPARATIVE EPIDEMIOLOGY OF CHRONIC
FATIGUE BETWEEN BRAZILIAN AND BRITISH PRI-
MARY CARE: PREVALENCE, REPORTING, RECOGNI-
TION, AND LABELING

Hyong Cho, M.D., Cousins Center for Psychoneuroimmunology,
UCLA Semel Institute for Neuroscience and Human Behavior,
300 Medical Plaza, Suite 3156, Los Angeles, CA 90095

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand the importance of the sociocultural context in de-
termining how primary care patients and doctors respond to a
common somatic symptom such as fatigue.

SUMMARY:

Background: Whilst fatigue is a ubiquitous symptom across
countries, how patients and doctors respond to it may differ ac-
cording to their sociocultural context. Objectives: To estimate the
prevalence of unexplained chronic fatigue (UCF) and chronic fa-
tigue syndrome (CFS) in Brazilian primary care. To compare the
prevalence of fatigue as a symptom measure using a standardized
assessment (“fatigue-symptom”), as a complaint presented to the
doctor (“fatigue-complaint™) and as a diagnostic label given by
the doctor (“fatigue-diagnosis”) between Brazilian and British
primary care. Method: A primary care survey was conducted in
Sao Paulo and London. Consecutive attenders (n=3,914 in Brazil
and n=2,459 in Britain), aged 18-45 years, completed question-
naires on fatigue, psychological distress, and sociodemographic
characteristics. Those with substantial fatigue lasting six months
or more were interviewed to ascertain the presence of CFS and
their medical records were reviewed. The prevalence of fatigue-
symptom (UCF and CFS), fatigue-complaint, and fatigue-di-
agnosis was compared between the two samples. Results: The
prevalence of fatigue-symptom was comparable between Brazil

and Britain (UCF 12.2% vs. 10.3%, P=0.02; CFS 1.6% vs. 2.1%,
P=0.20). Brazilian patients were less likely to present with fa-
tigue (fatigue-complaint 2.3% vs. 4.5%, P<0.001) and less likely
to receive a fatigue-related diagnosis (fatigue-diagnosis 0% vs.
4.1%, P<0.001) than their British counterparts. Conclusion: The
importance of sociocultural factors consists not so much in the
occurrence and distribution of fatigue but more in the reporting
and recognition/labeling of fatigue. In Brazil, where unexplained
fatigue is not sanctioned as a medical illness, it is more likely to
be considered as a part of everyday adversity and less likely to be
reported to doctors or recognized as a disorder.
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No. 51

DEMOGRAPHIC, CLINICAL, AND TREATMENT OUT-
COME PROFILES IN 71 CONSECUTIVE, PROSPEC-
TIVELY STUDIED PATIENTS WITH CONVERSION
DISORDER(CD)

Patricia Rosebush, M.D., HSC-3G15, 1200 Main West, Hamilton,
Ontario, Canada L8N 3Z5, Michael F. Mazurek, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) recognize the nature and severity of CD; and (2) appreciate
that patients with CD, even when the illness is longstanding, are
amenable to treatment and can enjoy full recovery.

SUMMARY:

Method: This is a naturalistic study of consecutive patients with
CD who were not involved in litigation and who were referred
to our neuropsychiatry clinic over 15 years. Results: The sample
of 71 included 58F, 13 M; x age 35.7 years; range 11-63. Eleven
were < 16 years of age. Forty percent of adults had an educational
level beyond high school. Duration of CD prior to presentation
was long at 40.3 months (SD 43.6). 55 (77%) had a complete
inability to function at home, work or school (x GAF= 36.3; SD
10.9) reflecting severe illness. The nature of the CD included pa-
ralysis (n=26), bizarre movements (n=21), pseudoseizures (n=16),
speech impediment (n=7) and blindness (n=1). Other underlying
psychiatric disorders were present in 52 (74%); a history of sig-
nificant abuse or neglect in 49(69%) and a clear precipitant to the
CD could be identified 55 (77%) although this often took time to
discern. Of 52 patients who completed treatment 37 (71%) recov-
ered completely; 12 (23%) had partial but functionally significant
improvement and only 3 (6%) showed no change. Improvement
was not related to the duration of the CD. fourteen patients (20%)
could not be engaged in treatment; one of the fourteen enjoyed a
spontaneous recovery and another died from the complications of
prolonged immobility. Treatment included hospitalization in 30
and all patients received a combination of psychotherapy, medi-
cation for underlying disorders, physiotherapy, speech therapy,
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video feedback, and an individually constructed hierarchy of
expected functional achievements. Follow up of treated patients
over many years indicates that improvements are sustained. Con-
clusions: CD is a serious, functionally debilitating illness that is
very responsive to a multi-faceted treatment approach even when
it has been long standing.
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SCIENTIFIC AND CLINICAL REPORT SESSION 19-
MANAGING BEHAVIOR IN PATIENTS AND PSYCHIA-
TRISTS

No. 52

ATTACHMENT, CONTEMPORARY INTERPERSONAL
THEORY, AND IPT: AN INTEGRATION OF THEORETI-
CAL, CLINICAL, AND EMPIRICAL PERSPECTIVES

Paula Ravitz, M.D., 250 College Street, Toronto, Ontario, Canada
MS5T IRS, Robert Maunder, M.D., Carolina McBride, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) understand principles of attachment & interpersonal theo-
ries as they apply to Interpersonal Psychotherapy; (2) become
familiar with psychotherapy studies that examine attachment
change; and (3) learn how adult attachment and interpersonal
problems might change over a course of IPT.

SUMMARY:

Interpersonal psychotherapy (IPT) is an effective, pragmatic
treatment for depression, however interpersonal explanations of
its effectiveness are not fully developed. This presentation focus-
es on interpersonal explanations of the effectiveness of IPT. An
integration of aspects of attachment and contemporary interper-
sonal theories are presented to explain how interpersonal inter-
actions contribute to a clinical understanding of depression and
its treatment through IPT. We test hypotheses of interpersonal
change in a case series of depressed patients treated with IPT.
Of 183 patients who qualified for IPT, 145 (79.2 %) completed
treatment. Full remission was obtained by 71 patients (38.8 % of
all patients, 49.0 % of treatment completers) and partial remis-
sion by 52 patients (28.4 % of all patients, 35.9 % of treatment
completers). Depression, attachment insecurity, and interper-
sonal problems were measured at the onset and completion of
treatment. The results demonstrate that both attachment insecu-
rity and interpersonal problems improve significantly over a 16,
week course of treatment. Of the 145 patients who completed
treatment, 106 (73.1 %) completed pre- and post-treatment mea-
sures of attachment style. Over the course of therapy there was a
decrease in attachment anxiety (mean change — 0.27 + standard
deviation 0.94, df = 105, p = 0.007), in attachment avoidance
(= 0.26 £ 0.94, df = 105, p = 0.004) and in total interpersonal

problems (— 17.5 £29.3, df = 104, p < 0.001). When patients
were grouped by treatment response, improvements in interper-
sonal problems were present across the full range of the inter-
personal circumplex, but were limited to patients with a partial
or full treatment response. Attachment anxiety and attachment
avoidance were significantly reduced in patients with a full treat-
ment response. Further research into the interpersonal processes
that alleviate depression is needed.
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No. 53
CLINICAL TRIAL REPORTS IN PSYCHIATRY BEFORE
AND AFTER THE CONSORT STATEMENT

Changsu Han, M.D., Department of Psychiatry, Korea University
Medical Center, South Korea; and Department of Psychiatry,
Duke University Medical Center, 2218, Elder St, Room 203,
Durham, NC 27705, Chi-Un Pae, M.D., Kamal Bhatia, M.D.,
David Marks, M.D., Clement Oguejiofor, M.D., Prakash S.
Masand, M.D., Ashwin A. Patkar, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) recognize the importance of reporting of randomized-con-
trolled trial (RCT) in a standardized manner; and (2) understand
the impact of CONSORT guidelines in improving the quality of
reporting of RCT in psychiatry.

SUMMARY:

Objective: To determine whether the CONSORT checklist had
an effect on the quality of reporting of randomized-controlled tri-
als (RCTs) in the field of psychiatry. Methods: We selected seven
high impact journals (New England Journal of Medicine, JAMA,
Archives of General Psychiatry, American J Psychiatry, Biologi-
cal Psychiatry, Lancet, and British Medical Journal) and search
for randomized, clinical trials in the field of psychiatry during
the period of 1992-1996 (pre-CONSORT) and 2002-2007 (post-
CONSORT). We confined the term to “English, Publication Date
from 1992/01/01 to 1996/12/31, Clinical Trial, Randomized Con-
trolled Trial, Controlled Clinical Trial, Humans.” Then we rated
on the CONSORT checklist and compared the results. Results:
736 studies were retrieved. Among them, 336 were published
during the pre-CONSORT period and 400 were post-CONSORT.
Rating on the CONSORT checklist during the post-COSORT
period were more frequently checked on most items of the list
except the item 1-4, 7, 12, 20. Reporting on getting the informed
consent was not significantly different. Conclusions: The qual-
ity of reports on psychiatric RCTs generally improved after the
adoption of the CONSORT guideline. Reports on the sample size,
subject eligibility criteria, statistical methods, interpretation of
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the results, and on the informed consent should be improved.
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FIRST MAILED EDUCATIONAL INTERVENTION TO
PHYSICIANS REDUCED PHARMACY, HOSPITAL, AND
OUTPATIENT COSTS

Harold Carmel, M.D., One Copley Parkway, #534, Morrisville,
NC 27560, Jeffrey Veach, M.S., Jack Gorman, M.D., Joseph J.
Parks, M.D., Richard Surles, Ph.D., John Docherty, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participant should
be able to demonstrate understanding of the effectiveness of a
specially-designed system for providing educational messages to
physicians in improving outcomes, such as reducing pharmacy,
and inpatient and outpatient costs.

SUMMARY:

Given limited resources, it is important to find ways to pro-
mote best practices in psychotropic prescribing, reduce costs,
and improve outcomes. We studied the effect of the first mailed
educational message to a physician about psychotropic medica-
tion prescribing practices (“intervention”) on the rate of change
of pharmacy, hospital, and outpatient costs in a state Medicaid
system. Patients were adults on psychotropic medications, con-
tinuously Medicaid-eligible throughout 2002-05. A first interven-
tion was mailed from 6/03 to 11/04. Three groups were studied:
(1) patients for whom a first intervention was mailed (“Direct
Effect”, N=16,962); (2) patients whose physician got a mailing
on another patient but who themselves needed no intervention
(“Collateral Effect”, N=42,960); and (3) a subset of the “Direct
Effect” group with schizophrenia (“Subgroup,” N=6310). Phar-
macy claims data were available for all three groups; inpatient
and outpatient claims data for the “Subgroup.” For each patient,
the rate of change in the outcome measure for the year after first-
intervention was compared with the rate of change for the entire
2002-05 period before intervention. The analysis was based on
a repeated measures analysis of covariance using mixed mod-
el methodology to estimate mean cost/pt/m for each patient. A
significant difference (p<0.0001) was found between the rate of
change before and after intervention for psychotropic pharmacy
costs in all three groups. “Subset” pts showed significant savings
in input costs ($799/pt/yr, 24.1%) and output costs ($277/pt/yr,
3.8%), a significant drop in admissions (0.132/pt/yr, 22.8%) &
bed days (1.2/pt/yr, 26.9%). Estimated cost reductions for all
three groups for the year after each patient’s first intervention
totaled $36.5 million. Mailed educational interventions to physi-
cians on psychotropic drug prescribing practices can reinforce
best practice and substantially reduce pharmacy, hospital and
outpatient costs. This study was supported by Comprehensive
NeuroScience, Inc.
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SIDE EFFECTS OF PSYCHOPHARMACOLOGICAL
TREATMENT
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LONG-TERM FOLLOW-UP OF PATIENTS WITH MA-
JOR DEPRESSIVE DISORDER: CHANGES IN SYMP-
TOMS, TREATMENT, AND SIDE EFFECTS

John Goethe, M.D., Institute of Living, 200 Retreat Avenue,
Hartford, CT 06106, Stephen B. Woolley, D.Sc., Alex A. Cardoni,
M.S. Pharm., Brenda A Woznicki, B.S., Deborah A. Piez, M.S.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to identify risk factors for, and time trends in changes in, depres-
sion, antidepressant use, and side effects during the 12 months
following initiation of index antidepressant treatment.

SUMMARY:

Objective: To examine among patients with major depressive
disorder the time course and risk factors for changes in depres-
sion, antidepressant use, and side effects (SE). Methods: Patients
(n=404) were assessed every three months for one year (or until
they discontinued the index antidepressant) to document depres-
sion (Beck FastScreen score >4), treatment (changing or discon-
tinuing index drug), and SE. Proportional hazards regression
models contrasted factors significant in early vs late follow up.
Results: Increasingly steep monotonic declines (all p<.01) were
found for depression (sharp decline at six months), drug discon-
tinuation (sharp decline at nine months), and experiencing one
or more SE (sharp decline at six months). Patients who switched
antidepressants were 17% more likely to remain depressed com-
pared with those who discontinued treatment (p=.09) and 25%
more likely to remain depressed than those remaining on index
drug (p=.01). Patients who discontinued treatment were more fre-
quently hospitalized at three, six and nine months (p<.01). “Ex-
tremely bothersome” SE were initially common (40% at three
months) but less so at six (15%), nine (3%), and 12 months (3%);
nevertheless, in >50% of patients who discontinued treatment
SE were a stated reason at 6-12 months. Few patients (<13%)
cited costs or never wanting medication as reasons to discon-
tinue. Regression analyses found that discontinuation was asso-
ciated (p<.05) with complaints of weight change (at three, six,
and twelve months), rash and swelling (three months), dizziness
(six months), and extremely bothersome SE and decreased sex
drive/function (six and twelve months). Conclusions: Rates of
depression and discontinuation of treatment were highest in the
first six months. SE were a reason for discontinuation during the
entire year, although the contribution of severity and of the type
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of SE varied with time.
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No. 56

IDENTIFICATION AND ATTRIBUTION OF SIDE EF-
FECTS OF ANTIDEPRESSANTS BY SELF-REPORT AND
PSYCHIATRIST INTERVIEW

Rajnish Mago, M.D., 833 S. Chestnut Street East, Suite 210 E,
Philadelphia, PA 19107, Nancy Diazgranados, M.D., Constantine
Daskalakis, Sc.D., Scott Waldman, M.D., Ph.D., David Oslin,
M.D., Barry Rovner, M.D., Michael Thase, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) recognize the uses and limitations of different methods of
assessing patients for side effects of antidepressants; (2) appreci-
ate the key role of assessment of the causal relationship of the
symptoms present to the medication; and (3) recognize the poten-
tial usefulness of self-report questionnaires in assisting physician
assessment of side effects.

SUMMARY:

Background: Existing methods of evaluation of side effects
have various limitations and are therefore rarely used. Meth-
ods: Patients who had started an antidepressant in the preced-
ing three months completed the Patient-Rated Inventory of Side
Effects (PRISE). For each symptom, they completed the Scale
for Assessment of Side Effects (SAS) and were interviewed by a
psychiatrist blind to the results of the SAS. The SAS is a patient-
rated questionnaire designed in this study to assess the likelihood
that each symptom is a side effect of the antidepressant. Similar
to the Adverse Drug Reaction Probability Scale (ADRPS), it asks
a series of questions to classify each symptom as a ‘possible’ or
‘doubtful’ side effect. The SAS ratings were compared with the
rating of the psychiatrist based on a careful, detailed interview
that included the ADRPS. Results: The 27 patients endorsed 2—14
(median 8) symptoms on the PRISE (total of 188 symptoms).
Of these 188 symptoms, only 61 (32.4%) were rated as “pos-
sible side effects” based on the psychiatrist’s global judgment.
Of 61 symptoms rated as “possible side effects” by the psychia-
trist, the SAS correctly identified 59 (sensitivity 96.7%). Of 127
symptoms rated as “doubtful side effects” by the psychiatrist, the
SAS correctly identified 97 (specificity 80.3%). Sensitivity and
specificity on comparison to the ADRPS alone were 88% and
84.1%. The SAS was rated easy to fill out by 85% of patients,
and 89% would be willing to be assessed with it prior to doctor
visits. Discussion: On the symptom inventory, patients reported
a large number of symptoms which would make assessment time
consuming, though two thirds of these were found to be “doubt-
ful” side effects. Because the SAS ruled many symptoms that are
not side effects (moderately high specificity), making assessment
by the physician manageable, and ruled out very few true side

effects (very high sensitivity), it could lead to a scale useful in
clinical practice and research.
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No. 57

ANTIPSYCHOTIC-INDUCED EXTRAPYRAMIDAL
SIDE EFFECTS IN BIPOLAR DISORDER AND SCHIZO-
PHRENIA

Keming Gao, M.D., 11400 Euclid Avenue, Suite 200, Cleveland,
OH 44106, Joseph R. Calabrese, M.D., Stephen J. Ganocy,
Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) understand the different vulnerabilities of antipsychotic-
induced extrapyramidal side effects in bipolar mania, bipolar
depression, and schizophrenia; and (2) understand the different
risks of each individual antipsycotics for extrapyramidal side ef-
fects in these three conditions.

SUMMARY:

Objective: Some early studies showed that patients with BPD
were more vulnerable to developing TD as well as acute EPS
than those with schizophrenia, but others found that the risk was
similar. It remains unclear if patients with BPD have a similar
degree of vulnerability to developing acute EPS as those with
schizophrenia when being treated with antipsychotics. Methods:
English-language literature cited in Medline was searched with
terms, antipsychotic (generic/brand name), typical antipsychotic,
atypical antipsychotic, safety, akathisia, EPS, anticholinergic
use, and bipolar mania/depression, BPD, or schizophrenia, ran-
domized, and clinical trial. Randomized, double-blind, placebo-
controlled, monotherapy studies in both BPD and schizophrenia
were included. Absolute risk increase (ARI) and number needed
to treat to harm (NNTH) for akathisia, overall-EPS, and anticho-
linergic use relative to placebo were estimated. Results: Eleven
trials in mania, three in bipolar depression, and eight in schizo-
phrenia were identified. Haloperidol significantly increased the
risk for akathisia, overall-EPS, and anticholinergic use in both
mania and schizophrenia. However, the magnitude of increased
risk was larger in trials of mania, with a NNTH for akathisia of 5
vs. 9, EPS of 3 vs. 6, and anticholinergic use of 2 vs. 4. Among
atypical antipsychotics, only ziprasidone significantly increased
the risk for overall-EPS and anticholinergic use in both mania
and schizophrenia. Again, larger differences were observed in
trials of mania with a NNTH for overall-EPS of 11 vs. 19 an-
ticholinergic use of 5 vs. 9. In addition, risks were significantly
increased for overall-EPS (NNTH=5) and anticholinergic use
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(NNTH=5) in risperidone-treated mania, akathisia (NNTH=9) in
aripiprazole-treated mania, and overall-EPS (NNTH=19) in que-
tiapine-treated bipolar depression. Conclusion.: Bipolar patients
were more vulnerable to having acute antipsychotic-induced
movement disorders than those with schizophrenia.
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SCIENTIFIC AND CLINICAL REPORT SESSION 21-
BIOLOGICAL PSYCHIATRY

No. 58

NORMALIZATION OF IMMUNE CELL IMBALANCE
AFTER PHARMACOLOGICAL TREATMENTS OF
PATIENTS SUFFERING FROM OBSESSIVE-COMPUL-
SIVE DISORDER

Donatella Marazziti, M.D., Dipartimento di Psichiatria,
Neurobiologia, Farmacologia e Biotecnologie, University of
Pisa, Pisa, Italy 56100, Giorgio Consoli, M.D., Mario Catena
Dell’Osso, M.D., Stefano Baroni, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant will have an
increased awareness of the immunological mechanisms possibly
involved in OCD as well as of the potential use of antidepressants
as immunomodulators.

SUMMARY:

Introduction: Recent data have shown the presence of immu-
nological alterations in adult patients suffering from obsessive-
compulsive disorder (OCD). The objective of this study was to
examine the possible effects of 12 months of treatment with dif-
ferent serotonergic drugs, such as clomipramine and selective se-
rotonin reuptake inhibitors (SSRIs), on peripheral immunological
cells in 18, out of a total of 20 patients, evaluated at baseline and
showing a significant increase of CD8+ and decrease of CD4+
lymphocytes, as compared with a similar group of healthy con-
trol subjects. Materials and Methods: Peripheral blood of pa-
tients was analyzed before and after treatments by means of a
Facstar Flow Sorter apparatus and both the absolute number and
percent of CD4+, CD8+, CD3+, CD19+ and CD56+ cells were
measured. Results: A significant decrease of CD8+ and increase
of CD4+ cells, as well as an increase of the CD4+/CD8+ ratio,
were observed, as compared with baseline values, in parallel
with the clinical improvement. Conclusion: These data suggest
that the alterations of immune cells reported in OCD patients at
baseline may be reverted by treatments with SRIs and should be
considered a state-dependent marker, perhaps related to a condi-
tion of psychic stress.
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VENTRAL CAPSULAR/VENTRAL STRIATAL GAMMA
CAPSULOTOMY FOR OBSESSIVE-COMPULSIVE
DISORDER: FIRST RESULTS OF A DOUBLE-BLIND,
RANDOMIZED, CONTROLLED TRIAL

Antonio Lopes, M.D., R Dr Ovidio Pires de Campos, 785, 3. and, Ala
Norte, sala 9 (PROTOC), Sdo Paulo, Brazil 01060970, Maria E. de
Mathis, Psy.D., Anita Taub, Psy.D., Carina C. D’ Alcante, Psy. D.,
Miguel M. Canteras, M.D., Marcelo Q. Hoexter, M.D., Fernando S.
Gouvea, M.D., Benjamin D. Greenberg, M.D., Georg Norén, M.D.,
Euripedes C. Miguel, M.D., Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be
able to recognize that: (1) a subgroup of obsessive-compulsive
patients are treatment refractory; and (2) a specific technique of
radiosurgery may be considered as a treatment option for these
treatment-refractory patients.

SUMMARY:

Background: Up to 40% of obsessive-compulsive disorder
(OCD) patients do not respond to medications/psychotherapy. For
this subgroup, a stereotactic radiosurgery called Gamma-Knife
anterior capsulotomy is a treatment option. An improvement of
this technique was recently developed at Brown University, called
ventral capsular/ventral striatal (VC/VS) Gamma capsulotomy.
However, there is a lack of studies reporting results with this new
technique. Objective: To assess efficacy and safety issues of VC/
VS Gamma capsulotomy, including preliminary results of a ran-
domized, controlled trial. Method: Fourteen refractory DSM-1V
OCD patients were selected. Five were operated as part of a pilot
study. Nine patients were randomized to either receive active or
“sham” radiosurgery, in a double-blind, randomized, controlled
trial (RCT). Every patient was assessed in the pre and post-op-
erative follow-up periods, with psychopathological, global sta-
tus, neuropsychological and personality scales being applied, as
well as morphometric magnetic resonance imaging (MRI) scans.
More than 35% improvement in Yale-Brown Obsessive Compul-
sive Scale and “improved” or “much improved” scores in Clini-
cal Global Impression scale were taken as the primary treatment
response criteria. Results: Six out of nine (67%) patients who
had received active radiosurgery fulfilled our response criteria
12 months or more after surgery. None of the five sham radio-
surgery patients were responders until the 12th month of follow
up. Episodic headaches, dizziness, nausea, and one manic epi-
sode were observed. Regarding neuropsychological changes, im-
proved performances on verbal IQ (p=0.04), global 1Q (p=0.04),
logical memory (p=0.04), and simple visual attention (p=0.04)
were noted in the pilot patients. Conclusions: Preliminary results
suggest that VC/VS Gamma capsulotomy for OCD shows some
efficacy, with few adverse effects. More results from our ongoing
RCT will better investigate its efficacy and safety.
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ALTERATIONS OF THE DOPAMINE TRANSPORTER
IN LYMPHOCYTES OF PATIENTS WITH DIFFERENT
PSYCHOTIC DISORDERS

Giorgio Consoli, M.D., Dipartimento di Psichiatria, Neuro-
biologia, Farmacologia e Biotecnologie, University of Pisa, 67,
v.Roma, 56127, Pisa, Italy, 56127, Donatella Marazziti, M.D.,
Mario Catena Dell’Osso, M.D., Stefano Baroni, Ph.D., I. Masala,
Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should have an
increased awareness on the dopamine changes possibly involved
in psychotic disorders.

SUMMARY:

Introduction: The dopamine (DA) transporter (DAT) controls
the intrasynaptic DA concentrations through its reuptake into
the nerve terminals. The evidences of the involvement of the
DA systems in the etiology, symptomatology, and treatment re-
sponse of psychoses led to investigate DAT in these conditions.
The aim of our study was to explore and compare the presence
of DAT in blood lymphocytes of patients with psychotic dis-
orders and healthy control subjects by means of the binding of
3H-WIN 35,428 and by means of the specific reuptake of 3H-
DA. Methodology: Twenty-five outpatients with a DSM IV-R di-
agnosis (SCID) of bipolar I disorder with psychotic features or
schizophrenia were included in the study. Twenty-five healthy,
drug-free subjects, with neither family nor personal history of
any major psychiatric disorder, were included as control sub-
jects. The 3H-DA uptake was performed according to the method
of Amenta et al. (2001), with some modifications. Results: The
binding of 3H-WIN 35,428 represented approximately 75% of
the total and was specific and saturable; the Scatchard analysis
of saturation data revealed the presence of one site only. The
Bmax values (mean+SD, fmol/mg protein) of the patients were
21+2.1, significantly lower than those of healthy control subjects
(38.54£3.2, p=0.009). As far as 3H-DA uptake is concerned, the
Vmax (mean+SD, pmol/109cells/min) of patients was 8.2+1, sig-
nificantly lower than that of healthy subjects (52.9+£21, p=0.01).
No differences were found in the Kd and in the Km. Conclusions:
Patients with different psychotic disorders seem to present a de-
crease in the lymphocyte DAT as compared with healthy control
subjects. It may suggest that patients with psychotic disorders
might have a decreased density of the DAT in pre-synaptic neu-
rons. Such a hypofunctionality might represent a primary or a
secondary phenomenon, representing an adaptation to changes in
DA levels in the brain.
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THREATS TO VALIDITY IN CAUSALITY RESEARCH
USING PSYCHIATRIC DIAGNOSES

Stephen Shanfield, M.D., 122 Chester St. #2, San Antonio, TX
78209, Stephen B. Shanfield, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participants should
be able to recognize the underlying threats to validity in psychi-
atric diagnostic categories and their implications for causality
research.

SUMMARY:

Objective: The objective is to discuss underlying threats to va-
lidity of the psychiatric diagnostic categories and their implica-
tions for causality research. Method: The author draws from the
research literature. Results: In psychiatric causality research, di-
agnostic categories are treated as fixed. Once present, they are ac-
cepted as is. Threats to validity are essentially ignored. However,
serious threats to validity involve the diagnostic constructs them-
selves. Construct validity is concerned with whether a construct
actually does what is intended, with its content, whether it reflects
the theory behind it. This includes convergent and discriminant
validity, the closeness or distance from other disorders. Threats
to validity among the categories are manifold. They involve an
unknown but often considerable magnitude of unmeasured and
unknown elements, often not in the definition of the disorder. For
instance, major psychiatric disorders overlap. The boundaries be-
tween normal and a disorder are fuzzy. Other discrete disorders
are embedded in a category so that these disorders can be bro-
ken into smaller units. Some categories cannot be determined at
the time of study. Core symptoms of a disorder appear in other
disorders. Cooccurrence of disorders is the rule rather than the
exception, a particular problem in research using samples of con-
venience. Finally, psychiatric symptoms have many unspecified
elements. Conclusions: Threats to the validity of the diagnostic
categories are usually hidden, subtle, and submerged. While mea-
sures may be correlated, inference about causal explanation is
impaired because of these fundamental threats. Such confounds
lead to substantial errors in the interpretation of causal forces.
Replication of studies and the use of control populations includ-
ing pre- and post-test strategies do not rectify the threats. A cen-
tral task is to focus on an understanding of deeper and smaller
elements of the categories and their links.
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No. 62
WHAT CAN WE LEARN FROM VALID DIAGNOSES?

Roger Peele, M.D., P. O. Box 1040, Rockville, MD 20849-1040,
Enrico Suardi, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to explicate the characteristics of valid diagnoses in psychiatry
and what that forcasts as to future valid diagnoses.

SUMMARY:

Almost half of DSM-IV-TR’s diagnostic entities have an etiol-
ogy tied to a substance, a neurological illness, another medical
illness, a mental trauma/stress, a season, or a postpartum period.
A review of the psychopathology associated with substances,
neurological illnesses, etc., finds that none of the manifestations
fit totally within one existing diagnostic entity. This suggests that
the present division of psychopathology into psychotic, mood,
anxiety disorders, etc., may not outline valid diagnoses. This
finding is consistent with the high prevalence of comorbidity in
psychiatry. This review implies that when new etiological agents/
factors are identified, whether biologic, psychological, or social,
their clinical manifestations will cut across psychopathology as
to DSM-IV-TR’s present organization. Restated, the pursuit of
the etiology of depression, schizophrenia, bipolar disorder, and
so forth, seems unlikely to support taxonomic frameworks that fit
within the DSM-IV-TR’s criteria set of depression, schizophrenia,
bipolar disorder, and so forth. If increasing the validity of diag-
noses is a goal for DSM-V, the emphasis may have to: (1) Shift
from approaches suggested by Robins and Guze (1970), Kendler
(1982) and Kendell (1988), Kendell and Jablensky (2003) to a
fuller recognition that any etiopathologic agent will have a broad
range of manifestations; and (2) Change the taxonomic structure
of DSM-1V-TR.
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IS BIPOLAR DISORDER OVERDIAGNOSED?

Mark Zimmerman, M.D., 235 Plain Street, Suite 501, Providence,
RI 02905, Camilo J. Ruggero, Ph.D., Iwona Chelminki, Ph.D.,
Diane Young, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be
aware of: (1) research showing that bipolar disorder is often
overdiagnosed; and (2) how to empirically demonstrate a prob-
lem with overdiagnosis.

SUMMARY:

Objective: Bipolar disorder, a serious illness resulting in sig-
nificant psychosocial morbidity and excess mortality, has been
reported to be frequently underdiagnosed. However, during the
past few years we have observed the emergence of an opposite
phenomenon—the overdiagnosis of bipolar disorder. In the pres-
ent report from the Rhode Island Methods to Improve Diagnos-
tic Assessment and Services (MIDAS) project we empirically
examined whether bipolar disorder is overdiagnosed. Methods:
Seven hundred psychiatric outpatients were interviewed with the
Structured Clinical Interview for DSM-IV (SCID) and complet-
ed a self-administered questionnaires which asked the patients
whether they had been previously diagnosed by a health care
professional with bipolar or manic-depressive disorder. Family
history information was obtained from the patients regarding
their first-degree relatives. Diagnoses were blind to the results of
the self-administered scale. Results: Less than half the patients
who reported that they had been previously diagnosed with bi-
polar disorder received a diagnosis of bipolar disorder based on
the SCID. Patients with SCID-diagnosed bipolar disorder had a
significantly higher morbid risk of bipolar disorder than patients
who self-reported a previous diagnosis of bipolar disorder that
was not confirmed by the SCID. Patients who self-reported a pre-
vious diagnosis of bipolar disorder that was not confirmed by the
SCID did not have a significantly higher morbid risk for bipolar
disorder than the patients who were negative for bipolar disorder
by self-report and the SCID. Conclusions: Not only is there a
problem with underdiagnosis of bipolar disorder, but an equal, if
not greater, problem exists with overdiagnosis.
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TREATING OBESITY: INTERVENTIONS FOR IMPROV-
ING BODY MASS INDEX AND INCREASING FITNESS
IN AN INNER-CITY HISPANIC AND AFRICAN-AMERI-
CAN SPMI POPULATION

Joanne Caring, M.D., C.S.S. Program, Metropolitan Hospital
Center, 1901 First Avenue, New York, NY 10029

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to learn some effective methods to foster weight loss and fitness
in this population.

SUMMARY:

Objective: The problems of obesity, metabolic syndrome, and
diabetes in the Hispanic and African-American SPMI population
are well known, complex, and difficult to treat. The team imple-
mented a comprehensive protocol to improve body mass index
and increase fitness in this population. Methods: We initiated
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a Quality Improvement Study in 2005 in compliance with the
N.Y.C. Department of Health and Mental Hygiene’s mandate for
ongoing quality assurance. This is a report on preliminary data
(at 21 months) in an ongoing Quality Improvement Study in an
inner-city SPMI Continuing Day Treatment Program. All patients
with a BMI.>30 (n=33) were included in the Quality Improve-
ment Study. We developed a comprehensive prospective program
to promote healthy eating habits, weight loss, and increased ex-
ercise. Our interventions were based on and informed by CBT,
DBT, and adherence techniques. Results: 66.6% of patients lost
weight; 63.6% of patients lost 5 1bs. or more; 51.5% lost from
10-39 lbs. There was a five-fold increase in exercise session par-
ticipation. Conclusion: Treating obesity and increasing fitness are
well documented global public health issues. Few effective pro-
tocols exist for treating obesity in the S.P.M.I. population. That
66.6% of patients lost weight indicates that effective interventions
can produce results even in this treatment resistant population.
These interventions may help decrease the risk and incidence of
diabetes and cardiovascular disease in this population.
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FACT, ADUTCH VERSION OF ACT (ASSERTIVE COM-
MUNITY TREATMENT)

J. Remmers van Veldhuizen, M.D., Praediniussingel 20/9,
Groningen, Netherlands 9711 AG

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) compare the principles of FACT (Function ACT) with
principles of ACT; and (2) answer the questions: Why ACT only
focuses on the 20% most severe mentally ill? What happens with
patients in ACT teams when they are stable and not in need of
intensive outreaching services? How we can organize continuity
of care for the SMI? How is FACT organized on a regional scale
in a different Mental Healt System?

SUMMARY:

Assertive Community Treatment (ACT) is a well-defined ser-
vice delivery model for the care and treatment of the most se-
verely mentally ill people (SMI) in the community. In some ar-
eas in the Netherlands ACT teams have been set up, but more
regions have opted for a Dutch version named FACT. FACT is a
rehabilitation-oriented clinical case management model, which is
based on the ACT model but is more flexible and able to serve a
broader range of clients with severe mental illness. FACT offers
the original ACT as one of several treatment or care models. The
FACT team is a case management team with partly an individual
approach and partly a team approach; the approach varies from
patient to patient, depending on the patient’s needs. For more
stable long-term patients, FACT provides coordinated multidis-
ciplinary treatment and care by individual case management.
Unstable patients at risk of relapse, neglect, and readmission are
provided with intensive assertive outreach care by the same team,
working with a shared caseload for this subgroup. This lecture

describes the development of the FACT model, the service model
and everyday practice in FACT. We discuss the advantages of
FACT as compared with standard ACT and future challenges in
the Dutch situation. Some questions are posed for the situation in
the U.S., following the comments of Bond and Drake; Should the
U.S. adopt the Dutch Version of ACT?
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No. 66
PSYCHIATRIC HOUSING: CORRELATES OF COMMU-
NITY INTERACTION

Allison Zippay, Ph.D., Rutgers University, 536 George Street,
New Brunswick, NJ 02186

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to identify outreach strategies and neighborhood characteristics
that were associated with greater community interaction among
residents of psychiatric housing in this study.

SUMMARY:

Objective: A goal of community-based housing for individuals
with severe mental illness is the promotion of social and com-
munity interaction. Yet little empirical information is available
regarding factors that facilitate such interactions. This study ex-
amined and identified neighborhood characteristics and agency,
sponsored outreach efforts that were positively associated with
community and social interaction among residents of shared, su-
pervised psychiatric housing in seven study states. Method: In-
terviews were conducted with administrators from 169 randomly
sampled mental health agencies that establish and manage psy-
chiatric housing in seven states. These respondents were asked
to describe the types (if any) of neighborhood and community
outreach strategies used at their most recently sited residence.
Interviews were also conducted with on-site supervisors at these
residences to solicit information on the types of interactions that
residents had with neighbors and in the community. Block level
demographic data from the 2000 U.S. Census were collected for
each site. Findings: The frequency and intensity of interaction
with neighbors and other community members by the residents
of the psychiatric housing were positively correlated with neigh-
borhood density; mixed use, pedestrian oriented neighborhoods
with access to a commercial district; and sites at which sponsor-
ing agencies initiated outreach and social activities with neigh-
bors. Conclusions: Agency siting strategies that locate psychiat-
ric housing in more dense neighborhoods with pedestrian access
to business districts and public facilities, and include post-siting
outreach may positively affect community interaction among res-
idents of psychiatric housing. This study was funded by a grant
from the National Institute of Mental Health.
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DEPRESSION

No. 67
DISEASE MANAGEMENT FOR PATIENTS WITH DIFFI-
CULT TO TREAT DEPRESSION

Gabor Keitner, M.D., Rhode Island Hospital/Warren Alpert
Medical School of Brown University 593 Eddy Street, Provide-
nce, RI 02903, Providence, RI 02903, Christine E. Ryan, Ph.D,
David A. Solomon, M.D., Stephen Bishop, Ph.D, Joan Kelley

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant will be able
to recognize that there are useful nonpharmacological adjunctive
treatment options for patient with difficult to treat depressions.

SUMMARY:

Background: A significant minority of depressed patients (ap-
proximately 33%) have a form of depression that does not remit
even with multiple combinations of antidepressant treatments.
For these patients, more attainable goals include improved qual-
ity of life and psychosocial functioning in spite of persisting de-
pressive symptoms. The aim of this pilot study was to evaluate
the effectiveness of an adjunctive disease management program
to achieve those goals. Method: 14 depressed patients who had
not responded to adequate antidepressant treatment and their fam-
ily member(s) participated in a combination of individual, fam-
ily and telephone disease management sessions, over 16 weeks,
designed to help them cope better with the non-remitting course
of the depression. Change scores from baseline to week 16 were
compared using the Quality of Life and Enjoyment Questionnaire
(Q-LES-Q) and the Scales of Psychological Well-Being (SPWB),
the Montgomery-Asberg Depression Scale (MADRAS), the Beck
Depression Inventory (BDI), and the Family Assessment Device.
Results; After 16 weeks there was significant improvement in Q-
LES-Q scores (17.2 + 6.5 to 23.4 £ 8.1, p=.019). Patients showed
significant improvement in self-acceptance, environmental mas-
tery, and purpose in life (all p-values <.05). Family functioning
showed a trend in improvement (p<.07). BDI scores improved
significantly over the 16 weeks (p<.02) while MADRAS scores
improved significantly by week eight but not week 16. Conclu-
sions; Learning how to cope with and manage their depression
helped patients improve their self-acceptance, environmental
mastery, and perceived quality of life in spite of persisting de-
pressive symptoms.
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No. 68

EVIDENCE-BASED MEDICINE AND OUTCOME:
THREE-MONTH FOLLOW-UP OF INPATIENTS WITH
MDD

Bonnie Szarek, R.N., Institute Of Living, 200 Retreat Avenue,
Hartford, CT 06106, John W. Goethe, M.D., Stephen B. Woolley,
D.Sci.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) discuss evidence-based treatment guidelines for MDD;
and (2) evaluate the course of treatment of MDD patients post-
hospital discharge.

SUMMARY:

Objective: To determine, in a sample of recently discharged
patients with MDD, (1) the proportion of patients with pharma-
cotherapy consistent with published treatment guidelines and
evidence-based medicine (EBM) and (2) the association between
EBM and outcome three months post-discharge. Methods: Con-
senting patients with MDD were interviewed by phone (n=198,
76.3% of eligible patients discharged in the 18-month study pe-
riod) using a questionnaire that included the Beck FastScreen
(score ?4 = depressed) and items about current treatment. Inpa-
tient treatment data were obtained from retrospective chart re-
view. Pharmacotherapies were independently rated for consisten-
cy with EBM guidelines (yes/no). Statistical analyses included
chi square and logistic regression. Results: Pharmacotherapy at
hospital discharge was consistent with EBM guidelines in 100%
of patients, but medication at follow up met these criteria in only
43.9% of the sample. At follow up 25.3% of patients said they
had not improved and 65.2% remained depressed (mean score
= 7.5, range 0-21). Depression was much less common in the
EBM group (38.8% vs 88.9%, p<.001; OR=0.2, CI 0.01-0.09).
Baseline therapy was frequently changed (70.7% of all patients)
but not significantly more so in depressed (73.6%) vs non-de-
pressed patients (64.1%) or in the EBM (73.6%) vs non-EBM
group (68.4%). Conclusions: The association of EBM with supe-
rior outcome is consistent with previous research, and this study
extends such findings to recently hospitalized (and probably
more severely ill) patients. Many patients remain symptomatic
three months post-discharge, but the large number receiving non-
guideline-based treatment was unexpected.
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world patients. Psychopharmacol Bull 39:38-104, 2006.

No. 69
A CLINICALLY USEFUL DEPRESSION OUTCOME
SCALE

Mark Zimmerman, M.D., 235 Plain Street, Suite 501, Providence,
RI 02905, Iwona Chelminski, Ph.D., Joseph B. McGlinchey,
Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be more
familiar with a depression outcome measure that is feasible to
include in clinical practice.

SUMMARY:

If the optimal delivery of mental health treatment ultimately de-
pends on examining outcome, then precise, reliable, valid, infor-
mative, and user-friendly measurement is the key to evaluating
the quality and efficiency of care in clinical practice. Self-report
questionnaires are a cost-effective option because they are inex-
pensive in terms of professional time needed for administration,
and they correlate highly with clinician ratings. In the present
report from the Rhode Island Methods to Improve Diagnostic
Assessment and Services (MIDAS) project, we describe the reli-
ability and validity of the Clinically Useful Depression Outcome
Scale (CUDOS). The CUDOS was designed to be brief (com-
pleted in less than 3 minutes), quickly scored (in less than 15
seconds), clinically useful (fully covering the DSM-1V symptoms
of major depressive disorder and dysthymic disorder), reliable,
valid, and sensitive to change. We studied the CUDOS in more
than 1,400 psychiatric outpatients and found that the scale had
high internal consistency and test-retest reliability. The CUDOS
was more highly correlated with another self-report measure of
depression than with measures of anxiety, substance use prob-
lems, eating disorders, and somatization, thereby supporting the
convergent and discriminant validity of the scale. The CUDOS
was also highly correlated with interviewer ratings of the sever-
ity of depression, and CUDOS scores were significantly differ-
ent in depressed patients with mild, moderate, and severe levels
of depression. The CUDOS was a valid measure of symptom
change. Finally, the CUDOS was significantly associated with a
diagnosis of major depressive disorder. Thus, the results of this
large validation study of the CUDOS show that it is a reliable and
valid measure of depression that is feasible to incorporate into
routine clinical practice.
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SCIENTIFIC AND CLINICAL REPORT SESSION 25-
STUDIES IN THE COURSE OF SCHIZOPHRENIA

No. 70
PREDICTING SCHIZOPHRENIA SPECTRUM DISOR-

DERS WITH PSYCHOLOGICAL SCALES: THE NORTH-
ERN FINLAND 1966 BIRTH COHORT

Jouko Miettunen, Ph.D., Department of Psychiatry, University of
Oulu, P.O.Box 5000, FIN-90014 Oulu, Finland, Oulu, Finland
90014, Juha Veijola, M.D., Ph.D., Matti Isohanni, M.D., Ph.D.,
Tiina Paunio, M.D., Ph.D., Nelson Freimer, M.D., Ph.D., Erika
Lauronen, M.D., Ph.D., Jesper Ekelund, M.D., Ph.D., Leena
Peltonen, M.D., Ph.D., Matti Joukamaa, M.D., Ph.D., Dirk
Lichtermann, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to utilize psychological scales when studying risk factors or ge-
netics of schizophrenic psychoses.

SUMMARY:

Objective: The aim of the study was to evaluate concurrent and
predictive validity of several psychological scales for schizo-
phrenic psychoses. Method: Psychological scales (Perceptual
Aberration, Physical and Social Anhedonia, Hypomanic Person-
ality, Schizoidia, and “Bipolar II” scales) were filled in as part of
the 3 1-year follow-up survey of the prospective Northern Finland
1966 Birth Cohort. In total 4,926 participants (2,203 males and
2,723 females) filled in adequately at least one of the scales. We
compared subjects without any previous hospitalizations by age
31 years to those with previous hospital diagnoses (concurrent
validity) and to those who in the eight-year-long follow-up were
hospitalized due to schizophrenic psychosis (predictive validity).
We also compared the subjects with schizophrenia spectrum dis-
orders and subjects with other psychiatric disorders (discriminant
validity). Results: In most scales, subjects with schizophrenia
spectrum disorders differed from healthy subjects. The Percep-
tual Aberration Scale was the best scale for concurrent (Effect
Size = 1.89) and discriminant validity (Effect size = 0.64). Sub-
jects having a high score in Hypomanic Personality Scale were
in the highest risk for developing schizophrenic psychoses dur-
ing the follow up (OR 10.72; 2.87-40.06). Conclusions: Subjects
with schizophrenia spectrum disorders differed statistically sig-
nificantly in most of the scales from healthy controls and from
subjects with other psychiatric disorders. Many of the scales were
useful predictors for future hospitalizations due to schizophrenic
psychoses; however scales were not very diagnosis specific. The
predictive power of the scales is limited; these scales are proba-
bly not useful as screening instruments but can be used in several
ways when studying, e.g., risk factor or genetics of schizophrenic
psychoses.
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No. 71

SEPARABLE DEVELOPMENTAL TRAJECTORIES IN
SCHIZOPHRENIA FROM WOMB TO GRAVE: RESULTS
FROM THE NORTHERN FINLAND 1966 BIRTH CO-
HORT
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Matti Isohanni, Ph.D., P.O. Box 5000, Peltolantie 17, Oulu,
Finland FIN-90014, Jouko Miettunen, Ph.D., Antti Alardiiscinen,
Irene Isohanni, Ph.D., Erika Lauronen, M.D., Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand what is currently known on the longitudinal trajec-
tories of schizophrenia during the entire life span.

SUMMARY:

Subtle developmental abnormalities are often present before
psychosis. Their predictive power is small, and the longitudinal
trajectory can be difficult to tease apart. The Northern Finland
1966 Birth Cohort Study aims to examine life-span developmen-
tal trajectory of schizophrenia in a population-based cohort using
developmental markers at birth, at ages 1, 16, and 31 (genetics,
brain morphology, cognitive capacity, clinical status). The main
results were: the schizophrenia group achieved developmental
milestones later and showed altered patterns of development over
time and poorer outcomes (mortality, somatic health) when com-
pared with non-psychotic controls. Among schizophrenia sub-
jects, we have identified evidence of dysfunction in a distributed
network involving a fronto-striatal-cerebellar circuit (“develop-
mental dysmetria”). After the illness onset, the clinical and social
course of illness was remarkable heterogenous. We conclude that
the developmental trajectories in schizophrenia from womb to
grave are distinctly different compared to controls. These find-
ings emphasize the neurodevelopmental aspects and the value of
longitudinal birth cohort studies.
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No. 72
RECOVERY FROM SCHIZOPHRENIA: A META-ANAL-
YSIS

Erika Lauronen, B Med, P.O.BOX 5000, FIN-90014 University of
Oulu, Oulu, Finland, Juha Veijola, M.D., Ph.D.; John McGrath,
M.D., Ph.D., Sukanta Saha, MSc., Johanna Heikkinen, M.A.,
Matti Isohanni, M.D., Ph.D., Jouko Miettunen, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participant should
be able to: (1) understand the heterogeneity of outcomes and the
chances of recovery in schizophrenia; and (2) be aware of the
lack of, and need for, standardized, commonly accepted measures
and definitions of good and poor outcome and recovery in schizo-
phrenia.

SUMMARY:

Objective: Recovery in schizophrenia is still a controversial
issue. The aim was to collect studies related to this topic and
synthesize the data with meta-analytic techniques. Methods:

Potentially relevant studies from seven electronic databases and
manual literature searching were identified. Keywords “schizo’,
psychotic, psychos’s and “recovery, remission, outcome’, course,
prognosis, follow-up, longitudinal” were used as a title search.
The second search in abstracts included keywords schizophrenia
and recovery or remission. Studies in English, with primary data,
not therapy/drug trials/interventions, with at least 15 subjects,
follow-up data for at least two years were included. Recovery
needed to be measured by utilizing both clinical and social di-
mensions. All abstracts and articles were analyzed by two of the
authors. Results: The search identified 4,234 unique potentially
relevant articles. After further screening, we identified 670 ar-
ticles for inclusion. So far all the studies published 1995-2004
(N=210) and a random sample (N=227/460, 49%) of other arti-
cles have been evaluated. From these 26 articles have met all our
criteria. Based on these, 0-32% of the subjects ‘recovered’ (mean
17.5%). The percentage of recovered individuals in the 16 older
studies (published 1943-1991) was on average 20.7%, while in
the 10 more recent studies (published 1995-2007), the percent-
age was 12.2% (meta-regression, z test 2.61, p=0.01). The defini-
tion of recovery varied greatly among the studies. Conclusions:
Based on these findings, recovery from schizophrenia does occur,
but it is uncommon. The proportion of patients meeting recovery
criteria appears lower in recently published studies. Relatively
little primary data on recovery in schizophrenia exist, and various
conceptual and methodological pitfalls cause challenges when
studying the topic. More accurate reporting of multidimensional
recovery results and structured consensus criteria is needed.

REFERENCES:

1. Lauronen E, Koskinen J, Veijola J, Miettunen J, Jones PB,
Fenton WS, Isohanni M: Recovery from schizophrenic psy-
choses within the Northern Finland 1966 Birth Cohort. J Clin-
Psychiatry 66: 375-383, 2005.

2. Hegarty JD, Baldessarini RJ, Tohen M, Waternaux C, Oepen
G: One hundred years of schizophrenia: A meta-analysis
of the outcome literature. Am J Psychiatry 151: 1409-1416,
1994.

SCIENTIFIC AND CLINICAL REPORT SESSION 26-
PSYCHOPATHOLOGY AND PSYCHIOBIOLOGY OF
BORDERLINE PERSONALITY DISORDER

No. 73

TRAUMA AND PSYCHOPATHOLOGY IN PATIENTS
WITH BORDERLINE PERSONALITY DISORDER AND
THEIR SISTERS

Joel Paris, M.D., Institute of Community and Family Psychiatry,
4333 Cote Ste-Catherine Rd,, Montreal, Canada H3T 1E4, Lise
Laporte, Ph.D., Herta Guttman, M.D., N.M.K. Ng, Ph.D., George
Schwartz, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) understand the pathways leading to the development of
borderline personality disorder; (2) understand interactions be-
tween traits and life adversities in BPD; and (3) take into account
the treatment implications of this data.
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SUMMARY:

The purpose of this study was to examine genetic and environ-
mental risk factors for borderline personality disorder (BPD) by
comparing women with this disorder and their sisters. Diagnoses
were established for 37 pairs of sisters (mean age=29) in which at
least one met criteria on the Diagnostic Interview for Borderlines,
Revised (DIB-R). Only two pairs were concordant for BPD. The
samples were comparable on demographics (age, marital status,
socioeconomic class, and education). Psychopathology was as-
sessed with HAM-A, HAM-D, and SCL-90. Personality traits
were assessed with the Barratt impulsivity Scale (BIS), the Di-
agnostic Assessment of Personality Pathology (DAPP-BQ), and
the Affective Lability Scale (ALS). Psychosocial adversity was
assessed with the Childhood Trauma Interview (CTI), the Paren-
tal Bonding Instrument (PBI), and the Life Experiences Survey
(LES). Paroxetine binding was also assessed. Most measures of
psychopathology were significantly higher in the patient group,
and most sisters reported no significant symptoms. Levels of re-
ported childhood abuse did not differ in nature and severity be-
tween pairs of sisters. The main exceptions were physical abuse,
which was more prevalent (64% vs. 31%) in patients, and sexual
abuse, where patients reported more perpetrators in the immedi-
ate family. The groups did not differ in LES and PBI scores. There
were no significant differences in Bmax (807 vs. 748 fmol/mg) or
Kd (0.25 vs. 0.23 Nmol /mg) between the BPD and BPD sister
groups, although both groups had a significantly (<.005) lower
BMax than female controls (from an earlier study). These results
suggest that BPD patients and their normal sisters suffer similar
severe childhood adversities but do not develop the same disor-
der as adults. Furthermore, these groups have a different outcome
in spite of having similar abnormalities in serotonergic activity.
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SPECIFICITY OF GLUTAMATERGIC NEUROTRANS-
MISSION AND BORDERLINE PERSONALITY DISOR-
DER

Bernadette Grosjean, M.D., Harbor UCLA, 1000 West Carson
Street, Box 497, Torrance, CA 90509, Jonathan Still, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand the model of glutamatergic neurotransmission dys-
regulation in borderline personality disorder (BPD) and to articu-
late it with recent research in neuroscience.

SUMMARY:

Objective: Borderline personality disorder (BPD) is character-
ized by emotion dysregulation, frequent self injurious behaviors,
alteration of perception and multiple cognitive dysfunctions. A
recent model suggests that glutamatergic-NMDA neurotransmis-

sion may be dysregulated in patient suffering from BPD. In this
paper we examine how recent clinical studies may corroborate
this model. Method: Review of the glutamatergic dysregulation
model in BPD and articulation with recent clinical and neuro-
biological research involving glutamatergic neurotransmission in
BPD.
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PAIN IN BORDERLINE PERSONALITY DISORDER:
EXAMINING THE ROLE OF NMDA NEUROTRANSMIS-
SION

Jonathan Still, M.D., Harbor-UCLA Medical Center, 1000 West
Carson, Torrance, CA 90509, Bernadette Grosjean, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand the multifaceted mechanisms of pain perception
and the specificity of pain in borderline personality disorders,
particularly with regard to N-methyl-D-aspartic acid (NMDA)
neurotransmission.

SUMMARY:

Introduction: Borderline personality disorder (BPD) is a debili-
tating condition characterized by affective instability, impulsiv-
ity, and self-injurious behavior. Several studies have described
aberrations in pain perception in patients with BPD. Specifically
,it has been well documented that during selfarm behavior, pa-
tients with BPD present elevated pain threshold. Other studies
show that BPD patients have a higher incidence of chronic pain.
Finally, recent research suggests that disturbed pain processing
may normalize following or parallel to the remission of self-inju-
rious behaviors. The mechanisms underlying these findings have
not been clearly elucidated. Multiple studies have shown that the
NMDA system is involved in mechanisms of pain perception and
transmission. Recent models suggest that NMDA-glutamatergic
neurotransmission maybe dysregulated in BPD. Accordingly, we
explore the role that NMDA neurotransmission may have in the
mechanism of pain perception and/or processing in BPD. Meth-
od: In this presentation, we review and articulate the mechanisms
of pain perception at sensory and cognitive levels, the specificity
of pain perception in BPD, and the model of NMDA-glutamater-
gic dysregulation in BPD. Conclusion: Some specificity of the
modalities of perception in BPD and their clinical implications
can be integrated within a model for BPD pathology implying
dysregulation of NMDA-glutamatergic neurotransmission.
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Augustine G J, et al, Massachussets, USA, Sunderland, Mas-
sachusetts, 1996, pp209-228.

THURSDAY, MAY 8, 11:00 AM - 12:30PM

SCIENTIFIC AND CLINICAL REPORT SESSION 27-
PSYCHOPHARMACOLOGY OF SCHIZOPHRENIA

No. 76
RACIAL DIFFERENCES IN PRESCRIBING PRACTICES
IN THE TREATMENT OF SCHIZOPHRENIA

Karen Bullock, Ph.D., Braceland Center for Mental Health &
Aging, Institute of Living/Hartford Hospital, 200 Retreat Avenue
o6th Floor Research Bldg, Hartford, CT 06106, Bonnie L. Szarek,
R.N., John W. Goether, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to describe the association between race and pharmacotherapy
with black, white and latino patients with schizophrenia.

SUMMARY:

Objective: Health disparities research suggests that an over-di-
agnosing of certain psychiatric disorders among African Ameri-
cans may explain systematic differences in pharmacotherapy.
This study examined inpatient adults with schizophrenia to: (1)
determine if there are racial differences in the pharmacothera-
pies used, and (2) determine the association between clinical and
demographic factors and these variations in diagnostic and treat-
ment patterns. Methods: A retrospective analysis of discharge
data for black, white, and latino inpatient adults (4/1/04-3/31/06)
with schizophrenia (n=741). Race was the primary predictor
variable of interest. Independent variables included clinical, and
demographic factors. Associations were determined by using
stepwise logistic regression. Demographic, clinical and treatment
variables were examined using chi-square and logistic regres-
sion. Results: The sample was (31.3%) black, (46.6%) White,
and (22.1%) Latino. Blacks were more likely to be prescribed
typical antipsychotics than whites (48.7% vs 32.2%, p<.001)
and Latinos (31.1%, p<.001). Latinos were less likely to receive
olanzapine (8.5%) than whites (17.7%, p=.007) or blacks (16.8%,
p=.017). There were also significant differences in use of atypical
antipsychotic medications across racial groups, but no difference
in use of antipsychotic polypharmacy (31.3% of Whites, 29.3%
of blacks, 28.7% of Latinos). Conclusion: There were significant
differences in prescribing practices when comparing patients by
race. Whites may be more likely than blacks to receive newer
medications (e.g., atypical antipsychotics, clozapine).
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RISPERIDONE ALONE VERSUS RISPERIDONE PLUS
VALPROATE IN THE TREATMENT OF PATIENTS
WITH SCHIZOPHRENIA AND HOSTILITY

Leslie Citrome, M.D., Nathan S. Kline Institute for Psychiatric
Research 140 Old Orangeburg Road, Orangeburg, NY 10962,
Constance B. Shope, Ph.D., Karen A. Nolan, Ph.D., Pal Czobor,
Ph.D., Jan Volavka, M.D., Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) recognize the different long-term pharmacotherapeutic
choices in managing patients with schizophrenia who also ex-
hibit hostile and aggressive behavior; and (2) understand the
limitations of controlled research in the study of schizophrenia
and hostile behavior.

SUMMARY:

The objective of the study was to compare the antiaggressive
efficacy of risperidone monotherapy versus risperidone plus val-
proate in patients with schizophrenia. This was an eight-week
open-label, randomized parallel group clinical trial in hospital-
ized adults diagnosed with schizophrenia and with hostile be-
havior. Patients were randomly assigned to receive risperidone
alone (n= 16) or risperidone plus valproate (n= 17). To minimize
bias, raters were blinded to the assigned treatment arm. Outcome
measures included the Positive and Negative Syndrome Scale
(PANSS), Buss—Durkee Hostility Inventory (BDHI), Barratt Im-
pulsiveness Scale (BIS), Nurses Observation Scale for Inpatient
Evaluation (NOSIE), and the Overt Aggression Scale (OAS). Al-
though significantly fewer patients randomized to monotherapy
completed the study (v2 =8.62, d.f. =1, P = 0.003), no signifi-
cant differences between monotherapy or combination treatment
were observed in change of the BDHI, BIS, NOSIE, PANSS total
scores, OAS measures of aggressive behavior, or the hostility
item of the PANSS. In conclusion, although patients receiving
combination treatment were more likely to complete the study,
we were unable to detect a meaningful advantage for combina-
tion therapy as measured by rating scales.

REFERENCES:

1. Citrome L, Shope CB, Nolan KA, Czobor P, Volavka J: Ris-
peridone alone versus risperidone plus valproate in the treat-
ment of patients with schizophrenia and hostility. Internation-
al Clinical Psychopharmacology (in press).

2. Citrome L: The psychopharmacology of violence with em-
phasis on schizophrenia, Part 2: Long-term treatment. Journal
of Clinical Psychiatry 68(2):331-332, 2007.

No. 78
ASENAPINE IN SCHIZOPHRENIA: AN OVERVIEW OF
CLINICAL TRIALS IN THE OLYMPIA PROGRAM

Steven Potkin, M.D., Department of Psychiatry and Human Be-
havior, University of California, Irvine, Brain Imaging Center,
5251 California Avenue, Ste. 240, Irvine, CA 92617, Steven

G. Potkin, M.D., John M. Kane, M.D., Robin A. Emsley, M.D.,
Dieter Naber, M.D., John Panagides, Ph.D.
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EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) summarize the clinical experience to date with asenapine
in terms of efficacy versus placebo and long-term safety in pa-
tients with schizophrenia; and (2) assess the efficacy and safety of
asenapine in comparison with risperidone, olanzapine, and halo-
peridol, in patients with schizophrenia.

SUMMARY:

Asenapine is a novel psychopharmacologic agent being devel-
oped for treatment of schizophrenia and bipolar disorder. The
Olympia clinical trial program is a comprehensive assessment of
the efficacy, tolerability, and safety of asenapine against placebo
or active comparators in short- and long-term trials in general and
special populations with these disorders. The Olympia program
includes studies involving a planned total enrollment of approxi-
mately 3,500 patients with schizophrenia. In two randomized,
controlled six-week Phase II and Phase III trials (the Hera trials)
in almost 700 patients, asenapine produced 19- to 21-point reduc-
tions in PANSS total score (significantly superior to placebo in
a mixed-model for repeated measures analyses). Asenapine also
showed benefit in reducing negative symptoms and was associ-
ated with minimal or mild effects on weight and prolactin lev-
els. Forthcoming trials in the Hera series will look at fixed and
flexible dosing regimens in almost 700 patients. In a year-long
safety study (called ACTAMESA) in 1,200 patients treated with
flexibly dosed asenapine or olanzapine, the proportion of patients
who completed the study was greater with olanzapine but overall
adverse event (AE) rates were similar for asenapine and olanzap-
ine (drug-related AEs, 60% and 61%, respectively; withdrawals
due to serious AEs, 6.3% and 6.8%). Extrapyramidal symptoms
were more common with asenapine but significant weight gain
was more common with olanzapine. The forthcoming Aphrodite
trials, with a total enrollment of almost 900 patients, will focus
on treatment of prominent persistent negative symptoms. Future
trials in the Olympia program will focus on the elderly and other
special populations, and long-term treatment (extensions of the
shorter trials). The data thus far available indicate that asenapine
is effective and well tolerated in the treatment of schizophrenia.
This research was funded by Organon International Inc and Pfizer
Inc.
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EFFICACY AND SAFETY OF LISDEXAMFETAMINE
DIMESYLATE IN ADULTS WITH ATTENTION-DEFI-
CIT/HYPERACTIVITY DISORDER

Lenard Adler, M.D., New York University School of Medicine
Department of Psychiatry 530 First Avenue #7D, New York,
NY 10016, David W. Goodman, M.D., Scott H. Kollins, Ph.D.,
Richard Weisler, M.D., Suma Krishnan, M.S., M.B.A., Yuxin
Zhang, Ph.D., Joseph Biederman, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, participants should be able
to describe the evidence supporting lisdexamfetamine dimesylate
(LDX)in the treatment of adults diagnosed with attention-deficit/
hyperactivity disorder (ADHD).

SUMMARY:

Objective: Psychostimulants are considered first-line treatment
for children and adults with ADHD. LDX, the first prodrug stim-
ulant, is a therapeutically inactive molecule that is converted to
I-lysine and active d-amphetamine after oral ingestion. This study
evaluated the efficacy of LDX 30, 50, and 70 mg/d, compared
with placebo, in adults diagnosed with ADHD. Methods: Adults
aged 18 to 55 years with ADHD, as measured by the ADHD-Rat-
ing Scale with adult prompts (ADHD-RS; ADHD-RS score at
baseline =28), were included in this phase 3, randomized, dou-
ble-blind, placebo-controlled study. Subjects were randomly as-
signed to receive 30, 50, or 70 mg/d LDX or placebo. Safety mea-
sures included treatment-emergent adverse events (TEAEs), vital
signs, and electrocardiograms. Results: At endpoint, the reduc-
tion in ADHD-RS score was significantly greater in each LDX
group compared with placebo (placebo = -8.20; LDX 30 mg/d
=-16.24; LDX 50 mg/d = -17.36; LDX 70 mg/d = -18.61; all
P<.0001). Effect sizes at endpoint were 0.72, 0.82, and 0.94 for
the 30-mg/d, 50-mg/d, and 70-mg/d groups, respectively. There
were no statistically significant mean changes in either systolic or
diastolic blood pressure. Mean heart rate increases were 2.8, 4.2,
5.2, and 0 beats per minute in the LDX 30-, 50-, 70-mg/d groups,
and placebo, respectively. There were no QTcF changes from
baseline greater than 60 msec and no readings above 480 msec.
Overall, TEAE rates were 78.8% for the LDX group and 58.1%
for the placebo group. Adverse events were generally mild (68%)
to moderate (39%) in intensity. Adverse events occurring at an
incidence of 5% or greater and twice placebo were decreased ap-
petite (27%), dry mouth (26%), insomnia (19%), nausea (7%),
diarrhea (7%), and anxiety (6%). Conclusions: Each of the three
LDX doses was significantly more effective than placebo, as
shown by the primary endpoint ADHD-RS. LDX was generally
well tolerated. Supported by funding from Shire Development
Inc.

REFERENCES:

1. Biederman J, Krishnan S, Zhang Y, McGough JJ, Findling
RL: Efficacy and tolerability of lisdexamfetamine dimesyl-
ate (NRP-104) in children with attention-deficit/hyperactiv-
ity disorder: a phase III, multicenter, randomized, double-
blind, forced-dose, parallel-group study. Clin Ther 2007;
29:450-463.

2. Pliszka SR, Crismon ML, Hughes CW, Conners CK, Emslie
GJ, Jensen PS, McCracken JT, Swanson JM, Lopez M, and
the Texas Consensus Conference Panel on Pharmacotherapy
of Childhood Attention-Deficit/Hyperactivity Disorder: The
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activity disorder. ] Am Acad Child Adolesc Psychiatry 2006;
45:642-657.

No. 80
ADULT ATTENTION-DEFICIT/HYPERACTIVITY DIS-
ORDER IN AN ANXIETY DISORDERS POPULATION

Michael Van Ameringen, M.D., Anxiety Disorders Clinic,
McMaster University Medical Centre-HHS, 1200 Main Street
West, Hamilton, Canada L8N 3Z5, Catherine Mancini M.D.,
FRCPC, Beth Patterson, B.ScN., B.Ed., Bill Simpson, B.Sc.,
Wendy Freeman, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to: (1) become familiar with the prevalence of ADHD in an anxi-
ety disorders clinic population; (2) examine the relationship of
comorbid anxiety, mood, and other psychiatric disorders in anxi-
ety disorders clinic patients who have ADHD as compared with
those who do not; and (3) examine the impact of a diagnosis of
ADHD on functional impairment in anxiety disorders.

SUMMARY:

Background: Adult-Attention Deficit/Hyperactivity Disorder
(ADHD) is a life-long, chronic disorder which has its onset in
childhood and is associated with significant functional impair-
ment. Upwards of 36% - 55% of childhood cases maintain symp-
toms into adulthood. The rate of lifetime DSM-IV adult ADHD
in the community is 8.1%. ADHD appears to be highly comorbid
with other psychiatric disorders. There is a dearth of informa-
tion in anxiety disorder clinical samples. Method: Consecutive
patients referred to an anxiety disorders clinic completed the
Adult ADHD self-report scale and were assessed with a Struc-
tured Clinical Interview for DSM-IV, including the ADHD mod-
ule of the Mini International Neuropsychiatric Interview. Results:
Of the 72 patients assessed, the rate of adult ADHD was 12.5
% (14.3% for men; 11.4 % for women, NS); ADHD NOS was
5.6% and the combined rates of adult ADHD and adult ADHD
NOS (termed ADHD spectrum) was 18.1%. ADHD spectrum
was most commonly associated with a primary diagnosis of ob-
sessive- compulsive disorder (30.8%, NS). The age of onset
of primary anxiety disorder was younger for those with ADHD
spectrum vs without ADHD and approached significance. The
most common comorbid disorders associated with ADHD were
major depressive disorder (53.8%), social phobia (38.5%), gen-
eralized anxiety disorder (23.1%), and impulse control disorders
(30.8%), the only disorder that was significantly greater in those
with ADHD. Higher rates of divorce, being single, as well as
lower rates of marriage were found in those with ADHD spec-
trum compared to those without the disorder. Individuals with
ADHD spectrum were also more likely to have less high school
education and less likely to have a university degree than those
without ADHD. Conclusion: The prevalence of adult ADHD was
higher in our anxiety disorders clinic sample than found in the
general population. The presence of ADHD with anxiety disorder
was associated with greater social and occupational impairment.
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No. 81
INATTENTION AND HYPERACTIVITY SYMPTOMS IN
INDIVIDUALS AT RISK FOR PSYCHOSIS

Juha M. Veijola, Ph.D., P. O. Box 5000, Peltolantie 5, Oulu,
Finland 90014, Mervi IImarinen, Marika Kaakinen, B.A., Jouko
Miettunen, Ph.D., Irma Moilanen, M.D., Anja Taanila, Ph.D.,
Hanna Ebeling, M.D., Tuula Hurtig, Ph.D., Pirjo Mdki, M.D.,
Erika Lauronen, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand that ADHD symptoms may overlap prodromal fea-
tures of psychosis and that people with ADHD symptoms prob-
ably have relatively high vulnerability for developing psychosis.

SUMMARY:

Objective: We were able to study in a general population sam-
ple whether adolescents vulnerable to psychosis have common
features of attentional-deficit hyperactivity disorder (ADHD).
Methods: Members of the Northern Finland 1986 Birth Cohort
(N=9,215) were invited to participate in a field survey conducted
during 2001-2002. Vulnerability for psychosis was defined by
parent having had psychotic episode or by adolescent having
prodromal features of psychosis at age of 15-16 years. The Finn-
ish Hospital Discharge Register was used to find out psychotic
episodes in parents during 1972-2000. The field study including
21-item PROD-screen questionnaire, which includes a subscale
of 12 specific prodromal symptoms for psychosis with recom-
mended screening cut off point of three or more symptoms. The
field study also included the Strengths and Weaknesses of ADHD
Symptoms and Normal Behaviors (SWAN), which was sent to
the parents to measure ADHD symptoms in their offspring. In
2,728 of the males and in 2,872 of the females it was possible to
evaluate both vulnerability for psychosis and ADHD symptoms.
Results: Parental psychosis did not predict ADHD symptoms in
the offspring. According to the SWAN 5.4% of those who had
more than two prodromal symptoms had possible Inattentional
type ADHD, compared with 3.9% (p=0.01) of those who had two
prodromal features or less. Respective figures for probable hyper-
activity-impulsive type disorder were 5.2% vs. 4.1% (p=0.05).
Conclusions: Both inattention and hyperactivity symptoms were
relatively prevalent in subjects who had prodromal features of
psychosis. Even though the results were somewhat contradictory,
there seems to be some an association between prodromal fea-
tures of psychosis and ADHD symptoms.
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SCIENTIFIC AND CLINICAL REPORT SESSION 29-
TOPICS IN MOOD DISORDERS

No. 82
PATIENTS’ INVOLVEMENT IN TREATMENT DECI-
SIONS AND ANTIDEPRESSANT DISCONTINUATION

Stephen Woolley, D.Sc., Burlingame Center for Psychiatric
Research and Education, The Institute of Living, 200 Retreat
Avenue, Hartford, CT 06106, Lisa Fredman, Ph.D., John W.
Goethe, M.D., Alisa Lincoln, Ph.D., Timothy Heeren, Ph.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to identify the possible effects on longitudinal continuation of
antidepressant treatment of: (1) involving depressed patients in
decisions about their treatment; and (2) providing to them infor-
mation about depression and its treatment.

SUMMARY:

Objective: To assess whether patients who felt uninvolved in
decisions about treatment were more likely to discontinue anti-
depressant treatment over a three-month period. Methods: The
sample included 403 psychiatric in and outpatients with major
depression who were telephoned three months post-discharge.
Analysis examined patient and doctor reasons for stopping treat-
ment, drug side effects, change in depression, use of services,
and whether patients were provided information about depres-
sion and treatment. Logistic regression analysis was used to
examine the association between involvement in decisions and
antidepressant discontinuation. Results: 24% of patients discon-
tinued antidepressants and 17% reported being uninvolved in
treatment decisions. Patients who were uninvolved in treatment
decisions were 67% more likely to discontinue treatment over
the follow-up period (adjusted odds ratio, OR=1.67; 95% confi-
dence interval=0.89-3.12). Patients who discontinued treatment
had more severe depression (relative risk, RR=2.46; 1.75, 3.46),
early drug side effects (RR=1.61; 1.03, 2.52), extremely bother-
some side effects (RR=1.54; 1.07, 2.22), and reported not receiv-
ing information about depression and its treatment (RR=2.01;
1.03, 4.30). Patient and doctor reasons for discontinuation were
side effects (52.0% and 23.5%, respectively), drug did not help
(44.9%, 27.6%), recovery (12.2%, 3.1%), and having switched
antidepressant (1.0%, 41.8%). Patients also cited cost (12.6%).
Conclusions: The odds of subsequently discontinuing antide-
pressant treatment were increased by 67% for patients who felt
uninvolved in decisions about their own treatment. Patients who
did not receive information about depression and treatment were
twice as likely to discontinue. These results suggest that clini-
cians can improve the probability of adherence to antidepressant
treatment by actively engaging patients in choosing therapy.
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No. 83
PREVALENCE AND CHARACTERISTICS OF BIPOLAR
MIXED DEPRESSION IN STEP-BD PATIENTS

Joseph Goldberg, M.D., 128 East Avenue, Norwalk, CT 06851,
Roy H. Perlis, M.D., S. Nassir Ghaemi, M.D., Lauren Marangell,
M.D., Andrew A. Nierenberg, M.D., Gary S. Sachs, M.D., Michael
E. Thase, M.D.

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, participants will be able
to identify and understand the clinical features of bipolar mixed
depressive episodes, their distinction from pure manic and pure
depressed phases of bipolar illness, and the potential for their
clinical worsening with antidepressant pharmacotherapy.

SUMMARY:

There has been growing interest in clinical states that involve
simultaneous manic and depressive symptoms among patients
with bipolar disorder. Criteria for DSM-IV mixed episodes stipu-
late the presence of a full manic and depressive syndrome for
at least one week in patients with bipolar I disorder, but little
is known about the prevalence or characteristics of subsyndro-
mal mania during bipolar depressed episodes. The present study
evaluated concomitant mania symptoms in 1,211 patients with
bipolar disorder during a full depressive episode, upon entry into
the National Institute of Mental Health Systematic Treatment En-
hancement Program for Bipolar Disorder (STEP-BD). Results in-
dicated that bipolar depression rarely occurred in the absence of
signs of mania; two-thirds of bipolar depressed patients had one
or more concomitant mania symptoms, most often manifested by
distractibility (46%), psychomotor agitation (25%), and flight of
ideas/racing thoughts (22%). Mania symptoms were subsyndro-
mal (i.e., fell short of DSM-IV criteria for a mixed state) in 53%
of cases. As compared with patients with pure bipolar depression,
those with mixed depression were significantly more likely to be
female, non-Caucasian, have past year DSM-IV rapid cycling,
have an earlier age at first lifetime mania, and carry diagnoses of
bipolar II (versus I) disorder. The findings support the view that
most bipolar depressive episodes entail at least subsyndromal
manic features, supporting a broadened diagnostic view of mixed
affective episodes than now specified in DSM-IV.
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DEPRESSIVE SYMPTOMS PREDISPOSE FEMALES TO
METABOLIC SYNDROME: A POPULATION-BASED 7-
YEAR FOLLOW-UP STUDY

Hannu Koponen, M.D., Department of Psychiatry, Kuopio
University Hospital and Kuopio University, P.O. Box 1777,
Kuopio, Finland FIN-70211, Mauno Vanhala, M.D., Jari
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Jokelainen, M.Sc., Sirkka Keincinen-Kiukaanniemi, M.D., Esko
Kumpusalo

EDUCATIONAL OBJECTIVES:
At the conclusion of this session, the participant should be able
to recognize depression as a risk factor for metabolic syndrome.

SUMMARY:

Objective: Previous cross-sectional studies have suggested that
patients with depression have a high risk for metabolic syndrome
(MetS). As there is paucity in the data concerning their tempo-
ral relationship, we decided to evaluate the risk to develop MetS
when having depressive symptoms at baseline in a population-
based follow-up study. Methods: The prevalence of depressive
symptoms and MetS at baseline, and after a seven-year follow-up
as measured with Beck’s depression inventory with cut-off score
of 10 points, and using the modified National Cholesterol Educa-
tion Program — Adult Treatment Panel III - criteria for MetS were
studied in a large, middle-aged population-based sample col-
lected from the central Finland. Result: After adjusting for age,
education, physical activity, smoking, alcohol use, marital status
and the use of postmenopausal hormonal replacement therapy the
logistic regression analysis showed a 2.4-fold risk (95%CI 1.06-
5.4) for the female cohort members with depressive symptoms
at baseline to have MetS at the end of the follow up. In males,
no depression-MetS connection was observed. Conclusions: The
higher risk for MetS in females with depressive symptoms at
baseline suggest that depression may be an important predispos-
ing factor for the development of MetS. Effective treatment of
depression could also be important for the prevention of Mets.
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SYMPOSIUM 01

EPIGENETIC MECHANISMS OF DEPRESSION AND
ANTIDEPRESSANT ACTION

National Institute of Mental Health

EDUCATIONAL OBJECTIVES:

At the conclusion of this symposium the particpant should have
increased knowledge of: (1) How changes in gene expression are
associated with changes in chromatin structure; (2) How chro-
matin structure has been implicated in several psychiatric and
neurologic disorders; (3) The important role played by several
types of chromatin modification in the pathophysiology of de-
pression and in the mechanism of action of antidepressants; and
(4) How this research may lead to fundamentally new approaches
to the development of novel antidepressant treatments.

No.1A
EPIGENETIC MECHANISMS IN MEMORY
FORMATION

David Sweatt, Ph.D., 1825 University Blvd, Birmingham, AL
35294

SUMMARY:

This presentation will address the idea that conservation of epi-
genetic mechanisms for information storage represents a unifying
model in biology, with epigenetic mechanisms being utilized for
cellular memory at levels from behavioral memory to develop-
ment to cellular differentiation. The area of epigenetics is very
unfamiliar to most neurobiologists: epigenetic mechanisms typi-
cally involve alterations in chromatin structure, which in turn
regulate gene expression. An emerging idea is that the regula-
tion of chromatin structure, mechanistically via histone modifica-
tion and DNA methylation, may mediate long-lasting behavioral
change and learning and memory. We find this idea fascinating
because similar mechanisms are used for triggering and storing
long-term “memory” at the cellular level, for example when cells
differentiate.

No.1B
ROLE OF HISTONE ACETYLATION AND
METHYLATION IN SOCIAL DEFEAT STRESS

Eric J. Nestler, M.D., 5323 Harry Hines Blvd, Dallas, TX
75390-9070

SUMMARY:

Antidepressant medications are highly effective, but new treat-
ments are needed since only half of all patients with depression
show full remission with available medications. We are interested
in the potential utility of agents that regulate chromatin remodel-
ing in two brain regions implicated in depression, the nucleus
accumbens (NAc) and hippocampus (HP). Histone acetylation
and methylation occur at specific lysine residues on their N-ter-
minal tails, and these two processes dynamically regulate gene
transcription. In mice, chronic social defeat stress diminishes
the motivation to engage in naturally rewarding behaviors, and
correspondingly alters neuronal histone acetylation and methyla-

86

tion. Accordingly, we are studying the role of histone deacetylase
(HDAC) inhibitors infused directly into the NAc or HP on behav-
ioral abnormalities induced by chronic social defeat. Continuous
bilateral infusion of class I or class Il HDAC inhibitors via os-
motic mini-pumps into the NAc or HP exerts antidepressant-like
effects, with different depression-like behaviors affected upon
manipulation of the two brain regions. Importantly, systemic ad-
ministration of certain HDAC inhibitors also shows antidepres-
sant-like activity, which suggests their potential for the treatment
of human depression. We are also exploring, by use of viral gene
transfer, the activity of enzymes that affect histone methylation
in depression and antidepressant assays. In parallel, we are using
chromatin immunprecipitation (ChIP) followed by promoter chip
analysis to identify genes in the NAc and HP that show altera-
tions in histone acetylation or methylation after chronic defeat
stress and how these changes in gene expression are affected by
standard antidepressants and by HDAC inhibitors. These gene
discovery investigations should provide novel insight into the
specific genes affected by chronic defeat stress in the NAc and
HP and provide new directions in efforts to develop novel antide-
pressant treatments.

No. 1C
EPIGENETIC PROGRAMMING OF GENE
EXPRESSION AND FUNCTION VIA MATERNAL CARE

Michael Meaney, Ph.D., Sackler Program For Epigenetics and
Psychobiology McGill Univerisity, Montreal, H3A2T5 Canada

SUMMARY:

Maternal care alters development of adaptive behavioral and en-
docrine responses to stress--an example of maternally-regulated
phenotypic plasticity. The underlying mechanisms involve stable
changes in expression of genes in brain regions mediating stress
reactivity and processing information about the stressor. Systems
that regulate central corticotrophin-releasing factor (CRF) syn-
thesis and release from the hypothalamus and amygdale play a
key role. Adult offspring of mothers that exhibit increased pup
licking/grooming (LG) show increased glucocorticoid receptor
(GCR) mRNA throughout the hippocampus. The differences in
GCR expression are associated with both negative feedback in-
hibition and HPA responses to stress; the offspring of High LG
dams show increased hippocampal GCR expression, enhanced
negative feedback regulation and more modest HPA responses
to stress. This suggests maternal care acts to ‘program’ HPA re-
sponses in the offspring through effects on the regulation of CRF
activity. Adoption studies reveal direct effects of maternal care.
Recent studies focus on mechanisms by examining DNA meth-
ylation within a brain-specific GCR gene promoter.

No. 1D
ANTIDEPRESSANT ACTIVITY OF HISTONE
DEACETYLASE INHIBITORS

Schahram Akbarian, M.D., Department of Psychiatry
University of Massachusetts Medical School, Worcester,

MA 01604, Caroline Connor, Hsien-Sung Huang, Frederick
Schroeder
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SUMMARY:

Psychiatric diseases, including mood & anxiety disorders, are
thought to result from a genetic predisposition operating in con-
junction with environmental influences. We describe evidence
that two major “epigenetic” modifiers of gene expression and
function — (i) methylation of DNA cytosine residues and (ii)
methylation of nucleosome core histones — are dynamically regu-
lated in the human cerebral cortex across a wide age range, in-
volve differentiated neurons, and potentially affect a subset of
genes implicated in mood and anxiety disorders. We also used an
animal model and cell culture to examine whether chromatin re-
modeling, including changes in histone acetylation and methyla-
tion, are involved in antidepressant mechanism of action. In mice,
co-treatment with the prototype SSRI, fluoxetine, and the histone
deacetylase inhibitor, sodium butyrate, was more efficient in im-
proving a subset of depression-like behaviors, than either agent
singly. Systemic injection of sodium butyrate induced short-last-
ing histone hyperacetylation in hippocampus and frontal cortex.
Among the four treatment paradigms that resulted in an antide-
pressant-like response, three were associated with a transient in-
crease in brain derived neurotrophic factor (Bdnf) in frontal cor-
tex. Furthermore, treatment with the atypical antipsychotic drug,
clozapine induced recruitment of histone methyl-transferase and
histone methylation changes at a subset of GABAergic gene loci.
Collectively, our results suggest that “epigenetic” modifiers of
gene expression —including covalent modifications of genomic
DNA and nucleosome core histones — are dynamically regulated
in the human brain not only during early development but also
throughout all subsequent stages of maturation and aging. Fur-
thermore, the potential antidepressant-like effects and molecular
actions of histone modifying drugs warrant further exploration in
the experimental animal model and in translational settings.
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SYMPOSIUM 02

BUPRENORPHINE FOR OPIOID DEPENDENCE:
RECENT CLINICAL AND RESEARCH FINDINGS

American Academy of Addiction Psychiatry

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to; (1) review most recent findings regarding the use of buprenor-
phine for the treatment of opioid-dependent patients; and (2) ap-

ply these findings in the context of buprenorphine use by certified
practitioners.

No. 2A
BUPRENORPHINE MAINTENANCE FOR HEROIN
ADDICTS

Eric C. Strain, M.D., Johns Hopkins University School of
Medicine, 5510 Nathan Shock Drive, Baltimore, MD 21224

SUMMARY:

Sublingual buprenorphine for the treatment of opioid depen-
dence has been available for over ten years in France, and for
nearly five years in the United States. It is also available in sever-
al other countries, and there are an increasing number of patients
being maintained on this medication. Prior to its U.S. approval,
clinical studies with buprenorphine tended to focus upon deter-
mining its efficacy compared to placebo or methadone (superior
to the former, but not to the latter), and assessing its safety (no
significant problems with its use). Following its approval in the
U.S., studies have generally shifted to report on clinical experi-
ence with its use, especially in office based settings. Compared
to patients treated with methadone, it appears that a larger pro-
portion of patients maintained on buprenorphine have prescrip-
tion opioid misuse. Maintenance doses have varied considerably,
although this may reflect the substantial variability between pa-
tients in buprenorphine’s bioavailability. Outcomes from treat-
ment have generally been good, although the level of non-phar-
macologic services provided with office based buprenorphine
treatment appears to be lower than that associated with metha-
done treatment, and further improvements in outcome may occur
with more attention on increasing the level of non-pharmacologic
services provided to this patient population.

No. 2B
DIFFERENTIAL PATTERNS OF BUPRENORPHINE USE
IN THE U.S.

Herbert D. Kleber, M.D., 1051 Riverside Drive, Unit 66, New
York, NY 10032

SUMMARY:

Sublingual buprenorphine became commercially available
around March 2003. Initial slow uptake involved: lack of waiv-
ered physicians, especially in non-urban and rural areas; the 30-
patients per doctor limit; high cost of medication and inadequate
coverage by managed care, and the Veterans Administration; and
reluctance of physicians to start prescribing opioids to addicts
after 80 years of federal discouragement of such practice.

No. 2C
THE USE OF BUPRENORPHINE IN PATIENTS WITH
CHRONIC PAIN

Joseph G. Liberto, M.D., MHCC 116 VA Maryland Health Care
System, 10 North Greene Street, Baltimore, MD 21201, Adam J.
Gordon, M.D., M.\P.H., FA.C.P.

87



SYMPOSIA

SUMMARY:

In recent years, chronic pain has been recognized as a major
public health concern. This concern has lead to better pain as-
sessment and more people being treated with opioid analgesic
agents. The potential exists for opioid abuse and dependence
in this treatment population, however, and is highlighted by the
dramatic rise in nonmedical use of opioid analgesic agents since
the mid 1990s. Increasingly addiction specialists are being con-
sulted to help differentiate addiction from pseudoaddiction and
to provide guidance for the management of addictive disorders
in patients with chronic pain. Since DATA 2000 and its sub-
sequent FDA approval for the treatment of opioid dependence,
sublingual buprenorphine has provided a new treatment modality
to consider for opioid dependent patients including those who
suffer with chronic pain. While not FDA approved for pain man-
agement, owing in part to its unique pharmacologic properties,
sublingual buprenorphine appears to be an effective analgesic.
Consideration for the clinical use of sublingual buprenorphine
in opioid dependent patients with comorbid chronic pain will be
reviewed utilizing cases that illustrate common assessment and
management issues.

No. 2D
BUPRENORPHINE FOR DETOXIFICATION OF
OPIOID-DEPENDENT PATIENTS

Laura F. McNicholas, M.D., Philadelphia VAMC Behav Health
(116D) 3900 Woodland Avenue, Philadelphia, PA 19104

SUMMARY:

In order for opioid-dependent patients to engage in drug-free
treatment, the patient usually undergoes a medically managed
detoxification from the opioids that have been abused. Tradi-
tionally, methadone and/or clonidine were used to relieve the
discomfort of opioid withdrawal. Further, most patients were
more successful in achieving abstinence in an in-patient setting.
Buprenorphine has been shown to be effective as a pharmaco-
therapeutic agent in managing opioid detoxification. Various
protocols for in-patient and out-patient settings are available and
will be discussed. The efficacy of the various protocols, when
available, will be presented. The optimal length of medically
managed detoxification as well as engagement techniques for af-
tercare will also be discussed. The various factors that should be
considered in the decision to use detoxification versus agonist
maintenance will be discussed.

REFERENCES:

1. Kakko J, Svanborg KD, Kreek MJ, Heilig M: 1-Year
retention and social function after buprenorphine-assisted
relapse prevention treatment for heroin dependence in
Sweden: a randomized, placebo-controlled trial. Lancet
2003; 361: 662-668.

2. Mattick RP, KimberJ, Breen C, Davoli M:
Buprenorphine maintenance versus placebo or
methadone maintenance for opioid dependence.

Cochrane Database Syst Rev 2004; (3):CD002207.
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MONDAY, MAY 5, 2:00 PM- 5:00PM
SYMPOSIUM 03

DIAGNOSIS AND TREATMENT OF ADOLESCENTS/
YOUNG ADULTS WITH SUBSTANCE USE
DISORDERS

National Institute on Drug Abuse

EDUCATIONAL OBJECTIVES:

At the conclusion of this presentation, the participant should be
able to understand the types and prevalence of co-occurring psy-
chiatric disorders in adolescents/young adults with opioid, alco-
hol and marijuana use disorders, and methods commonly used to
treat them. The participant should be able to understand findings
from two recent studies using buprenorphine and psychosocial
treatment for opioid dependent adolescents/young adults and the
potential role of buprenorphine in their treatment.

No. 3A

MENTAL HEALTH AND SUBSTANCE USE
TREATMENT UTILIZATION IN ADOLESCENTS WITH
SUBSTANCE USE DISORDERS

Oscar G. Bukstein, M.D., Western Psychiatric Institute and
Clinic 3811 O’Hara St., Pittsburgh, PA 15213, Jack Cornelius,
M.D., M.\P.H. Annette C. Trunzo, Ph.D., Thomas M. Kelly,
Ph.D, D. Scott Wood, Ph.D.

SUMMARY:

Background: Adolescents in treatment programs for substance
use disorders (SUDs) have both on-going needs for substance use
disorder treatment as well as treatment for mental health prob-
lems (MH). This presentation examines mental health (MH) and
substance use disorder (SUD) treatment utilization and potential
predictors of treatment utilization, among both psychiatric and
drug and alcohol variables in the first year after the index SUD
treatment episode. Methods: The subjects were 393 adolescents
and young adults, age 12.9 to 18.11 years, who met DSM-IV
criteria for a lifetime history of a SUD at baseline assessment.
DSM-1V psychiatric, SUD diagnoses, and treatment utilization
were obtained by semi-structure. Drug and alcohol variables
were obtained via self-reports. Results: At the 1-year follow up,
15.9% of subjects reported subsequent SUD treatment, 25.2%
MH treatment , 5.6% both SUD and MH treatment, and 20. 5%
were prescribed psychotropic medications. For mental health
(MH) treatment, Major Depressive Disorder, Attention Deficit
Hyperactivity Disorder and Conduct Disorder were associated
with MH treatment. For SUD treatments, there were essentially
no variables strongly associated with treatment. Conclusions:
The best potential predictors of who receives SUD treatment at
follow up may not be related to comorbidity or other dimensional
variables of clinical severity. Rather, treatment utilization may to
be related to environmental factors, which may include family
factors, adolescent and parental motivation, access to treatment,
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or to the use of appropriate treatment modalities.

No. 3B

PSYCHIATRIC DISORDERS IN ADOLESCENTS
WITH OPIOID USE DISORDERS (OUD) VERSUS.
MARIJUANA/ALCOHOL USE DISORDERS

Geetha Subramaniam, M.D., Johns Hopkins University
Mountain Manor Treatment Center 3800 Frederick Ave,
Baltimore, MD 21229

SUMMARY:

Background: Adolescents entering substance abuse treatment
programs often present with co-occurring psychiatric disorders.
While most adolescents enter treatment for marijuana and alco-
hol use problems, the number of adolescents seeking treatment
for opioid use disorders (OUD) has increased over 150% in the
past decade. Little is known about the psychiatric profiles of these
youth and how they compare with those having marijuana/alco-
hol use disorders. Methods: 94 adolescents with opioid use disor-
ders were recruited from those entering an adolescent treatment
program in Baltimore, Maryland and matched to 72 adolescents
with marijuana and/or alcohol use disorders, by age, gender and
treatment setting. The participants were assessed for the preva-
lence of current DSM-IV Axis-I psychiatric disorders by psychia-
trists who conducted the Diagnostic Interview for Children and
Adolescents. The patients were also administered self-reported
Beck Depression Inventory for data on depressive symptoms.
Results: Both the OUD and the comparison groups had high rates
of'any DSM-IV psychiatric disorders (83% vs. 78%, respectively,
p=0.313) with no significant differences between the groups for
each of the psychiatric diagnoses. In the OUD group over 50%
had CD, 40% MDE or GAD and approximately a third ADHD,
while PTSD, Mania and ODD had lower prevalence. Self-re-
ported mean depressive symptoms (BDI scores) were higher for
the OUD group (17.2 vs. 14.3, p=0.058); a greater proportion of
OUD adolescents (48% vs. 33%, p=0.048) reported moderately
severe depressive symptoms (i.e. >16). Conclusions: Adolescents
with OUD have high rates of co-occurring psychiatric disorders,
similar to rates in non-OUD samples but higher rates of depres-
sive symptoms. Findings highlight the need to further examine
the impact of psychiatric conditions on treatment retention/out-
come and how best to integrate psychiatric treatments with phar-
macological treatments aimed at reducing opioid use.

No. 3C

EVIDENCE-BASED BEHAVIORAL AND
PHARMACOLOGICAL TREATMENT FOR OPIOID-
DEPENDENT ADOLESCENTS

Lisa A. Marsch, Ph.D., National Development and Research
Institutes 71 West 23rd St., 8th Floor, New York, NY 10010
Ramon Solhkhah, M.D.

SUMMARY:

Background: Although the recreational use of heroin and other
opioids among youth has increased in recent years, limited re-
search has been conducted to identify science-based treatment

interventions for opioid-dependent adolescents.
No. 3D

BRIEF STRATEGIC FAMILY THERAPY (BSFT) FOR
ADOLESCENT DRUG ABUSERS: A MULTI-SITE
CLINICAL TRIAL

Michael S Robbins, Ph.D., University of Miami Miller School of
Medicine Center for Family Studies 1425 NW 10th Ave, Miami,
FL 33136, José Szapocznik, Ph.D., Viviana Horigian, M.D.

SUMMARY:

Family therapy has been shown to be efficacious in the treat-
ment of adolescent drug abuse, e.g., BSFT was found to be signif-
icantly more efficacious than group counseling in reducing ado-
lescent drug use and behavior problems (Santisteban et al., 2003).
The purpose of this study is to compare the effectiveness of BSFT
to treatment as usual in community-based treatment programs in
improving adolescent drug use, conduct problems, prosocial be-
haviors, and sexual risk behaviors, as well as family functioning,
and engagement and retention in treatment. One of the strengths
of this study is that it uses as a control the usual treatment pro-
vided to adolecents in the treatment agency, thus permitting us
to answer the public policy question, “is BSFT better than usual
treatment?” The study is being conducted in eight sites located
in Arizona, California, Colorado, Florida, North Carolina, Ohio,
and Puerto Rico. Participants are 480 families, representing over
2,000 adolescent and family members, that have been randomized
to BSFT and TAU. Adolescent target participants are between
the ages of 12 and 17, and were largely referred (72%) by the ju-
venile justice system. The present sample includes 193 Hispanic
and 107 African American adolescents, and 25% are girls. Ado-
lescents and their family members completed a rigorous baseline
assessment prior to randomization and are periodically followed
for one year post-randomization. Clinical services in BSFT have
been completed for over 95% of cases and follow-up assessments
will be completed in February 2008. This presentation will pro-
vide a) an overview of this effectiveness study and the context
in which the study is being conducted, b) a description of the
rigorous procedures for clinical training and remote supervision
that were employed to maintain therapist adherence to a complex
psychotherapy; and c) preliminary evidence of therapist adher-
ence, family members’ engagement and retention in treatment,
and baseline analyses.

No. 3D
BUPRENORPHINE TREATMENT IN OPIOID
ADDICTED ADOLESCENTS/YOUNG ADULTS

George E. Woody, M.D., Treatment Research Institute 150 S.
Independence Mall, West Suite 600, Philadelphia, PA 19106,
Sabrina Poole, M A., Geetha Subramaniam, M.D., Michael
Bogenschutz, M.D., Ashwin Patkar, M.D., Mark Publicker,
M.D., Marc Fishman, M.D., Patrick Abbott, M.D., Robert
Kushner, M.D., Karen McCain, R.N., Hilary S. Connery, M.D.,
Jennifer Potter, Ph.D., Paul Fudala, Ph.D., Victoria Vetter,
M.D., Robert Forman, Ph.D., Cynthia Clark, C.R.N.P,, Laura
McNicholas, M.D., Ph.D., Jack Blaine, M.D., Karen Dugosh,
Ph.D., Kevin Lynch, Ph.D.

SUMMARY:
Background: The usual treatment for opioid addicted adoles-
cents/young adults is detoxification and counseling. Buprenor-
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phine but it may be useful compared to methadone it produces
less physical dependence, has a higher margin of safety, and can
be administered in primary care. Methods: The study was done at
6 programs in the NIDA Clinical Trials Network; subjects were
14-21 and opioid dependent. Excluded were those with serious
medical or psychiatric disorders, pregnant, unable to provide ben-
zodiazepine negative urine, or recently overdosed on sedatives.
Assent and parental consent were obtained if under 18. 154 sub-
jects were randomized to a 12-weeks of buprenorphine/naloxone
(Bup/Nal) with a taper during weeks 9-12, or a 7-14 day bup/nal
detoxification (TAU), each with individual and group counseling.
Primary outcome was opioid positive urine tests at weeks 4, 8
and 12. Results: 229 subjects consented and 152 were random-
ized. Average age was 19; 27 were under 18 including one aged
15; 42% were female, 25% Hispanic, 2% African-American,
58% Caucasian; average years addicted was 2. Primary drug was
heroin for 55%, prescription opiates 35%, 10% polydrug. 19%
were hepatitis C+ at baseline and 3 became positive by week 12.
Bup/Nal had fewer opioid positive urines than TAU (p<. 0001)
and better retention (p<. 01). Need for additional treatment oc-
curred in both groups following dose taper with 48 TAU subjects
shown to need it in the first 12 weeks as compared to 4 in Bup/
Nal. Headaches occurred in 20-23% and were slightly more com-
mon in Bup/Nal; other AEs were reported in less than 10%. One
patient died of opioid overdose after dropping out. Conclusions:
Bup/Nal was safe and resulted in significantly fewer opioid posi-
tive urines and better retention than TAU. Many subjects needed
additional treatment following dose taper suggesting that mainte-
nance should be studied in these patients that are at very high risk
for adverse events, including overdose death.

REFERENCES:

1. Gordon SM, Mulvaney F, Rowan A: Characteristics of
adolescents in residential treatment for heroin dependence.
Am J Drug Alcohol Abuse 2004; 30(3): 593-603

2. Grella CE, Hser Y-L, Joshi V, Rounds-Bryant J L: Drug
treatment outcomes for adolescents with comorbid
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SYMPOSIUM 04

TRAUMATIC STRESS, HORMONES AND
DEPRESSION

EDUCATIONAL OBJECTIVES:
At the conclusion of this session, the participant should be able
to understand relationships among early life trauma, HPA and
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oxytocin dysfunction, stress response to medical illness, and de-
pression. Participants will also learn about the effects of novel
treatment approaches to disease-related stress.

No. 4A
THE EFFECTS OF DEPRESSION TYPE, LENGTH AND
COMORBIDITY ON HPA FUNCTION

Craig B.Taylor, M.D., 401 Quarry Road, Rm 1324, Stanford, CA
94305-5722, David Spiegel, M.D.

SUMMARY:

This study reviews recent evidence that different types of de-
pression may have different daytime cortisol patterns and reac-
tions to psychological stress. Whereas depression with melan-
cholic features appears to be associated with hypercortisolemia,
depression with atypical features appears to be associated with
lower levels of cortisol, particular in relationship to psychological
stress. These differing patterns appear to have different effects
on cardiovascular risk factors (including metabolic syndrome
factors), In addition to severity, length of depression may also af-
fect HPA function such that long-standing depression may lead to
HPA changes resistant to pharmacologic or psychological treat-
ment, at least in the short run. History of PTSD also interactions
with depression to affect HPA function. Pilot data to support
these arguments will be presented from a study examining chang-
es in HPA function in depressed individuals (n= 48) randomized
to a cognitive behavior therapy or non-depressed control (n=20.)
Conclusion: Studies on HPA function in depressed individuals
need to careful assess lifetime history of depression and PTSD.

No. 4B
PERSISTENT CSF OXYTOCIN REDUCTION AFTER
CHILDHOOD ABUSE

Charles B. Nemeroff, M.D., Department of Psychiatry &
Behavioral Sciences Emory University School of Medicine 101
Woodruff Circle Suite 4000, Atlanta, GA 30322, Larry J. Young,
Ph.D., D. Jeffrey Newport, M.D., M.S., Tanja Mletzko, M.S.,
Andrew H. Miller, M.D., Christine Heim, M.D.

SUMMARY:

Early-life disruption of the parent-child relationship, e.g. in
the form of abuse, neglect or loss, increases risk for psychiatric
disorders in adulthood. The neuropeptide oxytocin (OT) plays
a seminal role in mediating social attachment, social support,
maternal behavior, and trust, and decreases amygdala reactivity.
We hypothesized a role for CNS OT circuits in the vulnerabil-
ity to psychiatric disorders after early-life adversity. We there-
fore examined CNS OT activity after early-life adversity in adult
women. We measured OT concentrations in cerebrospinal fluid
(CSF) collected from 22 medically healthy women, aged 18-45
years, with regular menses, no psychosis or bipolar disorder, cur-
rent substance abuse or eating disorders, and free of medication.
Women were categorized into those with none-mild versus those
with moderate-severe exposure to various forms of childhood
abuse or neglect according to scores in the Childhood Trauma
Questionnaire. Exposure to any maltreatment was associated with
decreased CSF OT concentrations [t(20)=-2.229, p=0.037]. CSF
OT concentrations decreased with increasing number of exposure
categories [F(3,21)=4.901, p=0.012]. A particularly strong effect
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was identified for emotional abuse [t(20)=-3.517, p=0.002]. There
were inverse correlations between CSF OT concentrations and
total abuse [1(22)=-.542, p=0.009], emotional abuse [r(22)=-.621,
p=0.002], and emotional neglect [r(22)=-.469, p=0.028] scores,
and the duration of emotional abuse [r(22)=-.452, p=0.035]. Con-
sistent with its putative anxiolytic role, CSF OT concentrations
were negatively correlated with anxiety ratings [r(22)=-.448,
p=0.037]. We conclude that childhood adversity is associated
with deficient CNS oxytocinergic activity in adulthood, support-
ing a mechanism by which early social experience may influence
adaptation and health throughout the lifespan. Research into the
“social brain” may lead to new methods to prevent and reverse
the adverse outcomes of early adversity.

No. 4C

STRESS SENSITIVITY IN METASTATIC BREAST
CANCER: ANALYSIS OF HYPOTHALAMIC-
PITUITARY-ADRENAL AXIS FUNCTION

David Spiegel, M.D., Room C231 Department of Psychiatry
& Behavioral Studies 401 Quarry Road, Palo Alto, CA 94305-
5718, Janine Giese-Davis, Ph.D., C. Barr Taylor, M.D., and
Helena Kraemer, Ph.D.

SUMMARY:

Normal diurnal cortisol cycle peaks in the morning, decreasing
rapidly over the day, with low levels at night, rising rapidly again
to the morning peak. Disrupted pattern, characterized by a flatter
daytime slope and higher than normal cortisol values late in the
day, has been associated with more rapid cancer progression in
both animals and humans. We studied the relationship between
daytime cortisol and cortisol responses to both pharmacological
and psychosocial challenges of hypothalamic-pituitary-adrenal
(HPA) axis function,DHEA and natural killer cell number and cy-
totoxicity in a sample of 99 women with metastatic breast cancer,
in hopes of elucidating the dysregulatory process. We found that
the different components of HPA regulation: the daytime corti-
sol slope, and cortisol response to various challenges, including
the rise in cortisol from waking to 30 minutes later, dexametha-
sone (DEX) suppression, corticotrophin releasing factor (CRF)
activation, and cortisol response to the Trier Social Stress Task,
were relatively independent. Flatter daytime slope was associ-
ated with DEX non-suppression, but not with pharmacologic or
behavioral stimulation of cortisol secretion. Daytime slope was
significantly correlated with the rise in cortisol 30 minutes af-
ter waking (r=0.29, p=.004, N=96), but not with waking Cortisol
level (r=-0.13, p=.19, N=96).Escape from suppression caused
by 1 mg of dexamethasone administered the night before was
associated with flatter daytime cortisol slopes (r=0.30, p=.005,
N=88 at waking, r=0.29, p=.005, N=90 at wake plus 30 minutes;
r=0.26, p=.01, N=90 at 1200h; r=0.29 ,p=.005, N=93 at 1700h;
and r=0.28, p=.007, N=92 at 2100h). Flatter (abnormal) daytime
cortisol slopes were modestly associated with the rise in cortisol
from waking to 30 minutes after awakening (Spearman r=.29,
p=-004, N=96). We could not detect association between day-
time cortisol slope and activation of cortisol secretion by either
CRF infusion or the Trier Social Stress Task. Flatter daytime cor-
tisol slopes were significantly correlated with the slope of DHEA
(r=.21, p=.04, N=95), but not with NK cell number or cytotoxic-
ity. Findings suggest that flatter daytime cortisol slopes among

metastatic breast cancer patients are related to disrupted feedback
inhibition rather than hypersensitivity in response to stimulation.

No. 4D

STRESS, CORTISOL, THE SEROTONIN
POLYMORPHISM TRANSPORTER, AND COGNITIVE
DECLINE

Ruth O’Hara, Ph.D., Department of Psychiatry and Behavioral
Sciences, Stanford University, 401 Quarry Road, Stanford,

CA 94305, Carmen Schroder, M.D., Helena Kraemer, Ph.D.,
Joachim Hallmayer, M.D.

SUMMARY:

The serotonin transporter gene (5-HTT) is implicated in the de-
velopment and integrity of neural systems subserving complex
emotional and cognitive processing. Recent studies find the s
allele variant of the 5-HTT gene moderates the relationship of
stress to depression and anxiety. Investigators suggest the s al-
lele impacts a variety of behavioral symptoms in neurodegen-
erative disorders, particularly in response to stress. We inves-
tigated whether 5-HTT genotype interacts with cumulative life
stress and HPA-axis measures of waking and diurnal cortisol to
impact cognition in 154 non-depressed, older adults. Structural
images of hippocampal volume were acquired on a subsample of
56 participants. The 5-HTT s allele was associated with signifi-
cantly higher waking cortisol levels in a dose-dependent fashion
(P<.01), and was also associated with lower delayed verbal mem-
ory (p<.001)). Further, the s allele interacted with higher waking
cortisol to negatively impact memory. There was an additive ef-
fect of the SHTT s allele and the noted risk factor for cognitive
impairment and decline, the Apolipoprotein E4 allele, on memory
function (p<.01). Individuals who carried both the 5S-HTT s allele
and the E4 allele had the worst memory performance. We also
observed a significant interaction of higher waking cortisol and
the s allele on lower hippocampal volume. Smaller hippocampal
volume and higher cortisol were associated with lower delayed
recall only in s allele carriers (p<.05). No impact or interactions
of cumulative life stress with 5-HTT or cortisol were observed.
Overall our findings suggest an important role for the Serotonin
Polymorphism Transporter in memory and hippocampal func-
tion in older adults. Our observed association of the s allele with
higher waking cortisol suggests HPA function may mediate the
previously observed vulnerability of the s allele to a variety of
neuropsychiatric outcomes in response to stress.

No. 4E

MINDFULNESS MEDITATION ALLEVIATES
FIBROMYALGIA SYMPTOMS AND REDUCES THE
CORTISOL AWAKENING RESPONSE

Sandra E. Sephton, Ph.D., Department of Psychological and
Brain Sciences University of Louisville 2301 South Third Street
Life Sciences Building, Suite 317, Louisville, KY 40292, Inka
Weissbecker, Ph.D., Paul Salmon, Ph.D.

SUMMARY:

Fibromyalgia has been characterized as a disorder of psycholog-
ical and physiological stress-responses. Patients exhibit chronic
pain with mood disturbance and hypothalamic-pituitary-adrenal
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(HPA) dysfunction. The Mindfulness-Based Stress-Reduction
(MBSR) intervention reduced depressive symptoms among fibro-
myalgia patients in a randomized clinical trial. Here we present
the effects of MBSR on symptoms of illness and neuroendocrine
function among women with fibromyalgia.

A randomized prospective trial (study 1) examined effects of
MBSR on perceived stress and symptoms of illness including
pain, sleep problems, fatigue, and impairment. Diurnal salivary
cortisol profiles were assessed over three days among 91
patients prior to random assignment to the 8-week MBSR
treatment or a wait list control condition. Follow-up data were
collected immediately post-program and two months after the
intervention. Analyses were guided by intent-to-treat principles
and adjusted for demographic and medical variables. MBSR
reduced stress, fatigue and impairment with gains maintained at
follow-up. However, effects on neuroendocrine function reached
only marginal significance.

A second within-subjects trial (study 2) provided data pre- and
immediately post-MBSR from a group of 43 fibromyalgia
patients screened for medications likely to affect neuroendocrine
outcomes. Once again, MBSR alleviated fatigue and
impairment. In addition, participants reported better sleep and
less pain following the intervention. Statistically significant
neuroendocrine changes were also observed in this trial: the
cortisol response to awakening was reduced after MBSR.

These results suggest that in addition to alleviating depressive
symptoms, Mindfulness-based Stress Reduction can improve
fatigue and impairment related to fibromyalgia. Mindfulness
practice may also attenuate the adrenal response to stress as
indicated by the cortisol response to awakening.
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SYMPOSIUM 05

THE SOCIAL RESPONSIBILITY OF UNIVERSITIES
FOR THE MENTAL HEALTH OF STUDENTS AND
COMMUNITY SAFETY

American Association for Social Psychiatry

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to; (1) Facilitate care for college students who need diagnosis
and treatment; (2) Appreciate the legal restraints in sharing in-
formation about a student’s psychiatric history and treatment; and
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(3) Develop prevention strategies to maximize safety on the uni-
versity campus.

No. 5A

ACTIVE MINDS: INVOLVING STUDENTS IN
ENSURING THE MENTAL WELL-BEING OF THEIR
PEERS ON CAMPUS

Alison Malmon, 1875 Connecticut Ave, NW Suite 418,
Washington, DC 20009

SUMMARY:

To truly address preventing tragedies like the one that occurred
at Virginia Tech in 2007, one must examine the role of the whole
campus community in creating a mental health safety net for col-
lege students. With the proper support, student activism can be
an invaluable resource and students can effectively educate their
peers about mental health and promote help-seeking behavior.
Active Minds, the only national organization dedicated to utiliz-
ing the student voice to raise mental health awareness on college
campuses, is one tool to foster this activism.

No. 5B
THE UNIVERSITY AS A SOCIAL STRUCTURE

Beverly J. Fauman, M.D., 1500 East Medical Center Drive, Ann
Arbor, MI 48109

SUMMARY:

Recent events force a thoughtful look at how universities are
structured, what expectations there are for their function, and
what limitations there are toward carrying out those expectations.
The university has played a role in the growth and development
of civilizations for hundreds of years, but in recent years the per-
centage of people attending a university, as well as the concept
of “delayed adolescence,” a component of prolonged educational
efforts, has increased the need of administrators to define the ex-
tracurricular responsibilities of the university. University cam-
puses form a society, non-democratic but otherwise comparable
to a small town, providing food, shelter, campus security, health
care, and entertainment, in addition to education. Demographi-
cally, a large number of the population is in the age range of 18
to 30 years. A purpose of this grouping is to facilitate transfor-
mation of this population to adulthood. Participants are there by
choice, have limited say in that society, and are transient.

No. 5C
THE CHALLENGES OF COLLEGE MENTAL HEALTH

Jerald Kay, M.D., Department of Psychiatry, Boonschoft School
of Medicine Wright State University, Elizabeth Place, 628
Edwin C. Moses Blvd, Dayton, OH 45401

SUMMARY:

This presentation provoides an epidemiological overview of
mental health disorders on college and university campuses.
The dramatic increase in the number of students entering col-
lege and university with previous mental health treatment will
be described as well as challenges to meet current student men-
tal health needs. Many institutions are under significant strain to
provide services for the treatment of, but not limited to, affective
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disorders, suicidal behavior, self-harm behavior, eating disorders,
anxiety disorders, sexual abuse, and substance abuse. Graduate
student mental health issues will also be addressed.

No. 5D
LEGAL AND ETHICAL ISSUES IN CAMPUS VIOLENCE

Paul S. Appelbaum, M.D., New York State Psychiatric Institute
1051 Riverside Drive, Unit 122, New York, NY 10032

SUMMARY:

Prevention of violence on campus implicates a balance between
the rights of college students to privacy and non-discriminatory
treatment, and the rights of the broader campus community to
safety. Federal law protects the privacy of students with regard
to educational records (Family Educational Rights and Privacy
Act—FERPA) and, in some cases, medical records (Health In-
surance Portability and Accountability Act—HIPAA). Both stat-
utes, however, contain exceptions for situations in which students
or third parties may be endangered, allowing greater flexibility
than is often assumed. The same is true of state confidentiality
laws. Hence, information about students thought to be potentially
violent can often be shared both on and off campus. Once such
students are identified, the question of what actions can be taken
includes consideration of the rights of students with disabilities
(including mental disabilities), which are specifically protected by
the Americans With Disabilities Act (ADA). The extent to which
colleges can compel evaluation or treatment remains somewhat
unclear, and reasonable accommodations must be attempted be-
fore disabled students can be excluded from campus activities
or residences. Schools may be at risk of lawsuit if they violate
students’ rights to non-discriminatory treatment. However, the
ADA, too has exceptions for potentially violent persons, allow-
ing a much greater range of interventions. In the end, colleges
and universities are faced with the task of balancing a legitimate
desire for safety against the negative consequences of creating a
climate of intolerance or fear. Avoiding overreaction in the face of
horrors like the killings at Virginia Tech is a difficult, but critical
part of developing reasonable approaches to campus violence.

No. 5E

WHY ARE COLLEGE MENTAL HEALTH CRISES SO
DIFFICULT TO MANAGE? AN EXAMINATION OF THE
CHALLENGES TO PROVIDING MENTAL HEALTH
CARE ON COLLEGE CAMPUSES

Victor I. Schwartz, M.D., 155 E 38th St #2A4, New York, NY
10016

SUMMARY:

The tragic events at Virginia Tech focused national attention
(and the attention of the psychiatric community) on what has al-
ready been called the “crisis in college mental health.” Much has
been written about both the increasing challenges to providing
adequate mental health care on college campuses and the legal
complexities inherent in managing mental health crises on col-
lege campuses. Much less has been written addressing precisely
what it is about college communities that make these crises so
complicated to manage.
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SYMPOSIUM 06

RECENT ADVANCES IN PREVENTION SCIENCE:
IMPLICATIONS FOR PRACTICE AND DSM-V

APA Corresponding Committee on Prevention of Mental Disorders
and Promotion of Mental Health

EDUCATIONAL OBJECTIVES:

At the conclusion of the presentation, participants will learn;
(1) substantive findings of recent prevention research in the areas
of early onset psychosis, depression and substance abuse; (2) the
implications of these studies for DSM-V; and (3) the implications
of these studies for practice with families experiencing serious
mental illness.

No. 6A
PREVENTION OF SUBSTANCE ABUSE: EVIDENCE
FROM CONTROLLED TRIALS

J. D. Hawkins, Ph.D., Social Development Research Group
9725, 3rd Ave NE Suite 401, Seattle, WA 98105, Rick
Kosterman, Ph.D., Richard F. Catalano, Ph.D., Sabrina
QOesterle, Ph.D.

SUMMARY:

Over the last two decades, through randomized controlled tri-
als prevention scientists have identified effective interventions
for the prevention of substance use and abuse among adolescents
and young adults. These effective preventive interventions have
targeted empirically identified predictors of substance abuse and
dependence.  Universal interventions, including curricula for
students in elementary, middle and high schools, and programs
for parents in community and clinic settings have shown positive
effects in reducing drug use behaviors up to six years after inter-
vention and have been found effective in producing reductions in
and discontinuation of drug use behaviors among those at greatest
risk. Some of these preventive interventions have also reduced
other health and behavior problems of adolescents including STD
risk behaviors, delinquent behavior, and depressive symptoms.
Community wide preventive interventions focused on changing
community norms and attitudes toward alcohol and other drug
use also have shown positive effects. A public health challenge
currently is adoption of science based prevention strategies with
sufficient fidelity, reach, and duration to affect the prevalence of
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health compromising drug use and drug abuse community wide.
This presentation will review current trials seeking to address
this challenge and present results of a 24 community randomized
trial of a strategy for activating local stakeholders to use epide-
miologic indicators of risk and protection levels to inform the
selection and implementation of tested and effective preventive
interventions. Implications of these studies for clinicians will be
discussed, including opportunities to engage in preventive prac-
tice and to provide leadership for community wide installation of
tested and effective preventive interventions.

No. 6B
RECENT PROGRESS IN PREVENTING
SCHIZOPHRENIA

Thomas H. McGlashan, M.D., 301 Cedar St, New Haven, CT
06519

SUMMARY:

The field of schizophrenia research and treatment is alive with
interest in what early detection and intervention may hold for pre-
vention in this chronic disorder. This includes studies engineer-
ing early detection both after onset (i.e., during the first episode)
and before onset (i.e., during the prodromal phase of illness de-
velopment. Early detection in first episode schizophrenia aims to
reduce the duration of untreated psychosis and to track the earlier
detected patients over time compared to non ecarly detected pa-
tients. Such a project from Norway and Denmark will be present-
ed that demonstrates how successfully early detection reduces the
severity of symptoms and the extent of collateral damage associ-
ated with onset of psychosis, an example of tertiary prevention.
Two year follow up data from the same project addresses the
question of whether reducing the duration of untreated psycho-
sis also reduces progression of disorder (chronicity) and confers
secondary prevention in first episode schizophrenia. Identify-
ing people prior to onset of psychosis is a second early detection
and intervention strategy and targets persons in their prodromal
stage of a first break of psychosis. Treatment intervention at this
stage can delay or prevent the onset of illness (possible primary
prevention). A double-blind placebo controlled randomized trial
of an atypical neuroleptic (olanzapine) demonstrates the benefits
and risks of this approach. Concluding remarks will address the
current state of prevention in schizophrenia, both nationally and
internationally.

No. 6C

ARE PREVENTION CONCEPTS APPROPRIATE FOR
THE DIAGNOSTIC AND STATISTICAL MANUAL OF
MENTAL DISORDERS, FIFTH EDITION (DSM-V)?

Wilson M. Compton III, M.D., 6001 Executive Blvd MSC5153,
Bethesda, MD 20892-9589, William Beardslee, M.D. Harold
Goldstein, Ph.D., Robert King, M.D., Thomas McGlashan,
M.D., Robert Post, M.D., David Reiss, M.D.

SUMMARY:

Prevention has been defined as “actions aimed at eradicating,
eliminating, or minimizing the impact of disease.” The first ques-
tion in determining whether prevention concepts can fit into
DSM-V is to consider which concepts are appropriate for in-
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clusion and then to determine where in the manual they might
fit. DSM has multiple purposes. Core parts are the diagnostic
categories and criteria, but the supporting text also serves as
an important teaching and reference tool. Prevention concepts
might fit into either or both areas. Three key concepts have been
identified: 1) prodromal syndromes, 2) risk factors and 3) high
familial risk groups (i.e., children of persons with mental illness).
Prodromal syndromes include sub-threshold psychotic and mood
disorders, substance misuse (without addiction) and acute stress
syndromes. For all these types of conditions, promising or effec-
tive interventions have been developed that improve outcomes.
These syndromes may be considered putative diagnostic catego-
ries themselves. In this way, such issues as reliability, validity,
and feasibility need to be considered. Risk factors can be seen
at all levels (i.e., intra-individual, familial, social environmental,
etc.) and increase chances of the development of a disorder. A
key example is child abuse and neglect which has been demon-
strated to be linked to a range of negative outcomes including
mood disorders, antisocial behavior, and addictions (e.g. Caspi
2000). A description of risk factors would not seem appropriate
for diagnostic criteria but may be incorporated into the DSM text.
Finally, children of persons with mental illness are themselves at
elevated risk of negative outcomes and recent work has demon-
strated that interventions in high risk offspring may delay/reduce
onset of mental illness. Again, careful discussion of this topic is
recommended for the DSM-V text

No. 6D

PREVENTION OF DEPRESSION IN YOUTH AND
FAMILIES: RECENT FINDINGS AND FUTURE
DIRECTIONS

William R. Beardslee, M.D., Department of Psychiatry,
Children's Hospital, 1 Autumn Street, Suite 435, Boston, MA
02215

SUMMARY:

Over the past two decades, important new advances in concep-
tual frameworks for understanding how to prevent depression in
children and adolescents have occurred and a series of method-
ologically sound studies have been conducted. A recent meta-
analysis has confirmed the value of depression prevention efforts.
This presentation will describe in detail the results of a four-site,
multi center effectiveness trial of a cognitive behavioral approach
for adolescents at double risk for depression because they have
symptoms of depression or have had past depression and because
their parents are depressed. It will also review long-term evidence
of effectiveness for a family-based, public health approach for
parental depression and highlight other approaches. One persis-
tent challenge is how to move from efficacy trials to effectiveness
and then large-scale programs. Experience in taking the family-
based public health approach to scale in several large systems
will be presented. The implications for clinical practice will be
discussed. The relationship between treatment of depression and
prevention of depression will be explored and promising future
directions for research and practice highlighted. These findings
will also be discussed in the context of the Institute of Medicine’s
committee to review progress in the prevention of mental illness
over the last twelve years.
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SYMPOSIUM 07

MEDICAL CONUNDRUMS: A GUIDE FOR THE
TREATING PSYCHIATRIST

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to; (1) Identify better ways to help patients psychologically with
chronic pain or GI distress; (2) Understand the interplay among
psychologic, immunologic, genetic, and environmental contribu-
tions to chronic medical syndromes; (3) Describe the abnormally
expressed CNS pain amplification pathways that underlie fibro-
myalgia and chronic Lyme disease; and (4) Devise an effective
treatment protocol for patients with hypochondriasis.

No. 7A

A RANDOMIZED TRIAL OF THREE PSYCHOSOCIAL
TREATMENTS FOR RHEUMATOID ARTHRITIS
SYMPTOMS.

Arthur J. Barsky, M.D., Brigham and Women's Hospital 75
Frances Street, Boston, MA 02115, David K. Ahern, Ph.D., E.
John Orav, Ph.D., Matthew H. Liang, MD

SUMMARY:

A total of 139 patients with rheumatoid arthritis were randomly
assigned to one of three treatments designed to palliate symp-
toms and improve role function: 12 group sessions of cognitive/
behavior therapy; 8 group sessions of relaxation training; or 8
group sessions of a structured educational program. All patients
continued to receive medical care as usual throughout the trial.
At baseline, all patients completed a research battery assessing
arthritis severity, medication regimen, psychiatric morbidity, ar-
thritis symptoms and functional status and role impairment. This
battery was repeated 6 and 12 months after treatment. All three
groups benefited from treatment to a similar extent, with improve-
ments over baseline of approximately 25% in arthritis symptoms
and in physical and social role function. These benefits persisted

after controlling statistically for the possible confounding effects
of arthritis severity, medication regimen, and psychiatric comor-
bidity. Treatment effect sizes were in the moderate range of .25-
.35. These effects were somewhat attenuated at 12 month follow-
up but remained statistically significant. The 3 treatments did not
differ significantly from each other on any of the major outcome
measures at 6 or 12 month follow-up. These findings provide
support for the effectiveness of several different psychosocial
treatments for rheumatoid arthritis symptoms, above and beyond
the benefits of standard arthritis care.

No. 7B

CHRONIC LYME DISEASE: HELPING THE
PATIENT DESPITE THE CONTROVERSIES AND
UNCERTAINTIES

Brian A Fallon, M.D., Columbia University Medical Center
New York State Psychiatric Institute 1051 Riverside Drive, Unit
69, New York, NY 10032, John Keilp, James Moeller, M.D.,
Kathy Corbera, M.D., Eva Petkova, M.D., Harold Sackeim,
M.D.

SUMMARY:

Chronic lyme disease (CLD) describes the disease state in
which symptoms persist or relapse despite prior antibiotic ther-
apy against the infectious agent of Lyme disease. Characterized
by a mixture of pain, fatigue, physical impairment, and cognitive
problems, CLD evokes controversy in the medical field, including
lawsuits and licensing board issues against doctors and anti-trust
investigations against professional medical organizations. Pa-
tients with CLD are uncertain whom to trust and which doctor’s
approach is more likely to yield help. This talk will present the
results of a double-masked placebo controlled-study of repeated
antibiotic therapy for patients with chronic lyme encephalopathy
as well as functional brain imaging findings that identify an ab-
normally expressed brain map in patients with neurologic Lyme
disease. The results of this study will be placed in the context of
other controlled studies. Specific treatment approaches and tests
will be described that will help the mental health clinician guide
his/her patient through the challenging personal decision process
of balancing the search for a cure with the need to acknowledge
that optimization of functioning may also require symptomatic
pharmacotherapies and better psychological and behavioral strat-
egies.

No. 7C
UPDATE ON MECHANISMS AND MANAGEMENT OF
FIBROMYALGIA

Daniel J. Clauw, M.D., Michigan Institute for Clinical and
Health Research The University of Michigan, 24 Frank Lloyd
Wright Drive, Ann Arbor, MI 48106

SUMMARY:

Fibromyalgia (FM) is now acknowledged to be one of many
“central” pain syndromes, which includes conditions such as
irritable bowel syndrome, temporomandibular disorders, and
a variety of other conditions. Mechanistic studies have led to a
much clearer picture of what causes FM and these overlapping
central pain conditions. This condition is very familial, and
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specific genes that confer an increased risk of developing these
conditions are beginning to be identified. Various types of stress
such as trauma, infections, and emotional stress are also capable
of triggering the expression of symptoms. After developing the
syndrome, the hallmark abnormality that can be identified with
sensory testing, evoked potentials, or functional neuroimaging is
augmented central pain/sensory processing. FM patients given a
variety of stimuli (pressure, heat, noise, etc.) will experience both
subjective and objective evidence of more pain or discomfort
than an individual without FM. There is accumulating evidence
that this may be due to either a decrease in descending anti-no-
ciceptive pathways (especially those pathways that use serotonin
and norepinephrine), and/or an increase in excitatory neurotrans-
mitters (e.g., Substance P, excitatory amino acids). Insights from
mechanistic research suggest that neurobiological, psychologi-
cal, and behavioral factors may all contribute to symptom ex-
pression, and thus suggest that FM and related syndromes require
a multimodal management program. Thus, the treatment of these
conditions may need to be quite different than the treatment of
“peripheral” pain (i.e., acute or inflammatory pain). For exam-
ple, NSAIDS and opioids that are the mainstays of treatment of
peripheral pain are either ineffective or modestly effective in FM.
In contrast, the most efficacious compounds for FM and related
conditions include the tricyclic drugs and mixed reuptake inhibi-
tors that simultaneously increase serotonin and norepinephrine,
and the alpha-2-delta ligands that reduce the release of excitatory
neurotransmitters. In addition to these pharmacological thera-
pies which are useful in improving symptoms, nonpharmacologi-
cal therapies such as exercise and cognitive behavioral therapy
are extremely useful adjunct treatments for restoring function to
individuals with FM.

No. 7D
TREATMENT OF IBS: A BRAIN-GUT DISORDER

Douglas A. Drossman, M.D., University of North Carolina at
Chapel Hill, Chapel Hill, NC 27599

SUMMARY:

The irritable bowel syndrome (IBS) is the most studied within
the broad classification of functional GI disorders, and is charac-
terized by brain-gut (CNS-enteric nervous system) dysfunction.
As such, treatment will depend on targeting the gut, brain or both
depending on their relative physiological contributions to symp-
tom expression. With milder symptoms there is altered motility,
increases visceral sensitivity and as shown recently, alterations
in bacterial flora with impaired mucosal immunity. When pain
symptoms are more severe there is associated psychosocial dys-
function with increased gut reactivity to stress and more severe
symptoms of pain with impaired quality of life. The CNS dys-
function relates to altered pain regulation via cingulate cortical
activation and altered HPA response. When planning treatment,
milder symptoms involve agents directed toward the gut and de-
pending on the predominant bowel habit may include peripheral
serotonergic agents (e.g., tegaserod, alosetron) or others with
neurotransmitter action (e.g., lubiprostone, clonidine) or pro-
biotics. Central treatments for more severe symptoms involve
antidepressants particularly low dose TCAs and SNRI, which
can be augmented by other central medications. Psychological
treatments (e.g., CBT, stress management, hypnosis) have been
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shown beneficial for patients with moderate to severe symptoms
and can be considered as synergistic agents in the overall treat-
ment plan.
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SYMPOSIUM 08

EXTERNALIZING DISORDERS OF CHILDHOOD: A
DSM-V RESEARCH AGENDA

American Psychiatric Institute for Research and Education

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be
able to appreciate the shared and distinctive features of common
childhood conditions that cluster under the rubric of “external-
izing disorders.” Reviews of several longitudinal epidemiologic
datasets will help to illustrate how these disorders evolve and dif-
ferentiate over the course of development. Presentations cover-
ing cross-cultural and environmental influences, neurobiology,
neuroimaging, genetics, and comorbid substance use will suggest
opportunities for revising diagnostic criteria for these disorders
and potential changes in their placement in the DSM-V.

No. 8A
HOW CARDINAL ARE CARDINAL SYMPTOMS IN
PEDIATRIC BIPOLAR DISORDER?

Joseph Biederman, M.D., 55 Fruit Street, YAW 64, Boston, MA
02114 Janet Wozniak, M.D.

SUMMARY:

Although it has been proposed by some investigators that pe-
diatric bipolar disorder is best characterized by key “cardinal
symptoms” of euphoria and grandiosity, this approach represents
a clear departure from the DSM and its empirical basis remains
elusive. To help address this issue, we compared bipolar symp-
tom, functioning and patterns of comorbidity in 86 youth satisfy-
ing full DSM-IV criteria for bipolar I disorder with and without
the proposed cardinal symptom. We found that among Criterion
A (abnormal mood), severe irritability was the predominant ab-
normal mood in youth with bipolar disorder rather than eupho-
ria (94% vs 51%). We also found that among Criterion B items,
grandiosity was not uniquely overrepresented in youth with ma-
nia, nor did the rate of grandiosity differ whether irritability or
irritability plus euphoria were the Criterion A mood symptom.
Neither symptom profile, patterns of comorbidity nor measures
of functioning differed related to the presence or absence of eu-
phoria . These findings challenge the notion that euphoria and
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grandiosity represent cardinal symptoms of mania in children.
Instead they support the clinical relevance of severe irritability as
the most common presentation of mania in the young. They also
support the use of unmodified DSM-IV criteria in establishing the
diagnosis of mania in pediatric populations.

No. 8B
RESEARCH ON KEY QUESTIONS REGARDING
OPPOSITIONAL DEFIANT DISORDER AND CONDUCT
DISORDER: CURRENT STATUS AND RECOMMENDED
NEXT STEPS

Jeffrey D. Burke, Ph.D., Western Psychiatric Institute and
Clinic 3811 O’Hara Street, Pittsburgh, PA 15213

SUMMARY:

Oppositional defiant disorder (ODD) and conduct disorder (CD)
are among the most prevalent disorders among children and ado-
lescents in treatment, yet key questions regarding the course of
the disorders and their comorbid relationship with other child
psychopathology have remained. Research using both clinic and
community derived data sets in recent decades has helped to ad-
dress, but not fully resolve, these questions. This presentation
will review evidence regarding essential questions, and will de-
scribe specific recommendations for research needed to resolve
these questions. Primary among these questions are the follow-
ing: What is the evidence indicating that ODD and CD should
be maintained as distinct disorders? What modifications could
be made to the criteria for the disorders that would improve the
prediction of those who transition from ODD to CD and from
CD to antisocial personality disorder? Is there evidence for the
incorporation of callousness into the diagnoses of ODD or CD?
What explains the comorbidity observed between the externaliz-
ing and internalizing disorders? How should gender bias in ODD
and CD be addressed? Other recommendations for diagnostic
revisions and for research needed in the area of ODD and CD are
discussed.

No. 8C
ADULT ADHD

James J. McGough, M.D., 300 UCLA Medical Plaza, Suite
1414, Los Angeles, CA 90095

SUMMARY:

Objective: Attention-deficit/hyperactivity disorder (ADHD) fre-
quently persists into adulthood. However, DSM-IV ADHD crite-
ria, which were developed and field tested solely in school-age
children, have never been validated in older patients. This report
examines the usefulness of current DSM criteria in research and
clinical assessment of adults with ADHD. Method: Published
studies and clinical data sets were reviewed to assess the clini-
cal utility of DSM-1V ADHD criteria for adults. Results: Epide-
miological evidence suggests that ADHD occurs in up to 4.4% of
U.S. adults and persists in 30%-60% of childhood cases. DSM-1V
ADHD symptoms are often not developmentally appropriate for
adults. Alternative symptoms better discriminate adult ADHD
from both clinical and non-clinical comparison subjects. Cur-
rent symptom thresholds for diagnosis are too severe in adults,
and fail to identify significant numbers of patients with clinically

significant impairment. Domains of impairment, as defined in
DSM-1V, are too restrictive for adult patients. Evidence argues
against requiring age of onset prior to 7 years and suggests this
be changed to age 16 or 18, or abandoned entirely. There is no
evidence to support the validity of ADHD subtypes as currently
defined. Conclusions: DSM-IV criteria for ADHD do not opti-
mally serve research or clinical needs with adults. Significant evi-
dence exists to guide future revisions ADHD diagnostic criteria,
particularly as they apply to older patients.

No. 8D
SHOULD YOUTH WITH CHRONIC IRRITABILITY BE
DIAGNOSED WITH BIPOLAR DISORDER?

Ellen Leibenluft, M.D., Section on Bipolar Spectrum Disorders
Mood and Anxiety Program NIMH Building 15K, Room 203,
MSC 2670,, Bethesda, MD 20892 Melissa Brotman, Ph.D.,
Daniel Dickstein, M.D., Brendan Rich, Ph.D., Daniel Pine,
M.D.

SUMMARY:

It is common for youth to present with symptoms of ADHD
and severe, non-episodic irritability. Because of the absence of
discrete manic episodes, these youth do not meet DSM-IV cri-
teria for bipolar disorder (BD), yet their clinical presentation
shares some clinical features with BD. Therefore, the question
has been raised as to whether severe, non-episodic irritability,
coupled with ADHD, should be seen as a developmental presen-
tation of mania. We have studied this question by operational-
izing criteria for severely impairing, non-episodic irritability and
hyperarousal (severe mood dysregulation, SMD), and comparing
patients with SMD with youth who clearly meet DSM-IV criteria
for BD. Data indicate that SMD youth differ from those with BD
in family history and likely clinical outcome. In addition, the
brain mechanisms mediating frustration appear to differ between
the two groups. Both populations have deficits in face emotion
identification and cognitive flexibility although, again, the brain
mechanisms mediating these differences may differ between
groups. Therefore, while SMD may share some pathophysiologi-
cal features with BD, there also appear to be important differ-
ences between the groups in terms of clinical outcome, family
history, and brain function. Importantly, the data indicate that
severe, impairing irritability with ADHD is a common clinical
presentation in youth, but this syndrome has no clear nosologic
home in DSM-1V.

No. 8E
RESEARCH OPPORTUNITIES FOR ADHD: IS THERE A
NEED TO REFORMULATE CRITERIA IN DSM-V?

Luis Augusto L. Rohde, M.D., Department of Psychiatry
Hospital de Clinicas de Porto Alegre Rua Ramiro Barcelos 2350
-4 floor, Porto Alegre, 90035-003 Spain

SUMMARY:

Increasing interest is evident in research opportunities to im-
prove the nosology of ADHD in the DSM-V, ICD-11, and other
psychiatric classification systems. Two primary challenges for all
diagnoses are 1) to move toward a unified DSM/ICD conceptual-
ization of disorders and 2) to study the validity of disorders while
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assessing whether it is possible to incorporate criteria based on
new information about pathophysiology into classification sys-
tems. This presentation will review recent research that has iden-
tified differences between current criteria for ADHD in DSM and
ICD and assess the clinical and research impact of such differ-
ences. In addition, we present key questions addressing the valid-
ity of ADHD criteria as proposed by the DSM such as: 1) Would
incorporating dimensional measures into ADHD criteria afford
a better understanding of the disorder? 2) How might new clas-
sifications for ADHD be made more developmentally sensitive?
3) Does gender dictate need for different criteria? 4) Are any
biological markers for ADHD currently available or on the near
horizon for use in forthcoming classification systems? 5) Can we
identify specific ADHD criteria in DSM-IV that differentially re-
quire data on their validity? Relatedly, are existing sub-types
of ADHD valid and how can research ensure the validity of any
proposed new subtypes? 6) Is age-of-onset of symptoms/impair-
ment a valid criterion for ADHD? Finally, we will address the
very problematic issue of ADHD diagnosis in adults.
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SYMPOSIUM 09

CONTINUATION TREATMENTS TO PREVENT
RELAPSE FOLLOWING ECT

National Institute of Mental Health

EDUCATIONAL OBJECTIVES:

At the conclusion of this Symposium, the attendee will:

(1) Understand the need for and role of various approaches
(pharmacotherapy and continuation ECT) to relapse prevention
following a successful course of ECT; (2) Have learned the role
of ECT in reducing the risk of suicide in major depression; and
(3) Understand, based on controlled trials, the impact of illness
(e.g., psychosis) and treatment variables (e.g., electrode place-
ment, stimulus pulse characteristics) on short- and longer-term
response.

No. 9A
CONTINUATION PHARMACOTHERAPY IN
PREVENTING RELAPSE FOLLOWING ECT

Harold A. Sackeim, Ph.D., Department of Biological Psychiatry
NYSPI 1051 Riverside Drive Unit 126, New York, NY 10035
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SUMMARY:

Adverse cognitive side effects and early relapse are the two key
clinical limitations in the use of ECT. While substantial progress
has been made in reducing adverse cognitive side effects, such
as the introduction of ultrabrief stimulation, high rates of relapse
remain a persistent problem. Indeed, in the modern era, if no bio-
logical treatment is given following ECT, the relapse rate is es-
timated to be 90% within 6 months. The most common form of
continuation treatment following ECT is pharmacotherapy. Stan-
dard practice involves stopping the effective treatment (ECT)
abruptly and switching to a new treatment, pharmacotherapy,
that is usually associated with a delay in onset of action and of-
ten extensive treatment failures. In a previous study we showed
that relative to treatment with placebo, use of nortriptyline alone
as a continuation therapy was associated with a modest reduc-
tion in the relapse rate (60%). The combination of lithium and
nortriptyline was markedly superior (39% relapse). Almost all
the relapse in this study on the combination occurred shortly fol-
lowing ECT discontinuation and it might be possible to avoid
these relapses by starting the antidepressant medication earlier.
In a new trial, we randomized patients to treatment with placebo,
nortriptyline or venlafaxine during the ECT course. Following
ECT, those treated with placebo were randomized to one of the
antidepressants while the others continued on the drug they were
on and lithium was added for everyone. This trial has shown that
addition of an antidepressant markedly improves the rate of re-
mission to ECT (whether bilateral or unilateral) and that cogni-
tive side effects were reduced in patients receiving nortriptyline
but worsened in patients receiving venlafaxine. However, starting
the antidepressant early did not have any effect on relapse rates,
which again were unacceptably high. The problem of early re-
lapse has been only partially addressed and remains a significant
clinical concern.

No. 9B

EFFECTIVENESS OF ECT IN SUICIDE RISK
REDUCTION IN PATIENTS WITH MAJOR
DEPRESSION

Joan Prudic, M.D., NYSPI 1051 Riverside Drive, Unit 126,
New York, NY 10032

SUMMARY:

For major psychiatric disorders, in which suicidality is often
a symptom, electroconvulsive therapy (ECT) is an established,
highly effective treatment. In fact, suicidal risk may be an indi-
cation for the use of ECT. Earlier studies focused on the impact
of ECT on the long term risk of suicide and mortality from any
cause. As part of large NIMH supported studies of continuation
medication and electrode placement in optimizing ECT for pa-
tients with major depression, the effects of ECT on suicidal in-
tent, as measured on items #3 and #4 of the Hamilton Depression
Rating Scale (HRSD), was examined in work from two research
groups, Columbia University and Consortium for Research in
Electroconvulsive Therapy (CORE).
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No.9C

CONTINUATION ECT AND CONTINUATION
PHARMACOTHERAPY FOR RELAPSE PREVENTION
IN MAJOR DEPRESSION

Charles Kellner, M.D., Behavioral Health Sciences Building
183 South Orange Avenue Floor F, Room 1436, Newark, NJ
07103 - 3620

SUMMARY:

Relapse after successful treatment of major depression remains
a large public health problem. Functional impairment and sui-
cide risk may be the consequences of relapse. The Consortium
for Research in ECT (CORE) carried out a study to collect the
first randomized trial data on the efficacy of continuation ECT.
In Phase I of the study, 531 patients received a course of bilateral
ECT. 64.2% remitted, 10% did not remit and 25.8% exited early.
Among those who completed the full course of ECT (n=394),
87% remitted, after an average of 7 ECT. Older patients had
higher remission rates. In Phase I, patients were randomized to
either a fixed schedule of continuation ECT (C-ECT) (10 treat-
ments over 5 months) or the pharmacotherapy combination of
lithium and nortriptyline (C-Pharm) (ITT sample n=184). 46%
of both the C-ECT(41/89) and C-Pharm(44/95) groups remained
relapse free for 6 months, with no statistically significant differ-
ence between groups in the outcome proportions. Among pa-
tients who relapsed (n=63), the mean time to relapse for the C-
ECT group was 9.1(+7.0) weeks compared with 6.7(+4.7) weeks
for the C-Pharm group(p=0.131). Both treatments were reason-
ably well tolerated. The implications of these results for design-
ing better treatment strategies and future research studies will be
discussed.

No. 9D
DOES PSYCHOSIS PREDICT ECT RESPONSE IN
MAJOR DEPRESSION?

Georgios Petrides, M.D., New Jersey Medical School
Behavioral Health Sciences Building 183 South Orange Avenue
Floor F, Room 1556, Newark, NJ 07103 - 3620

SUMMARY:

Two hundred and forty three patients completed an index course
of bilateral ECT for a major depressive episode, unipolar type,
in the CORE* Continuation ECT versus Pharmacotherapy Trial.
This is a multicenter, randomized study designed to compare the
relative efficacy of continuation ECT vs. continuation pharma-
cotherapy (lithium plus nortriptyline) for relapse prevention in
patients with unipolar major depression. Diagnosis was based
on SCID-IV interviews. Seventy seven subjects were diagnosed
with major depression with psychosis; 276 were not psychotic.
HAM-D (24 item) ratings were obtained three times per week.
Approximately 87% of patients met strict responder criteria
(HAM-D 10 at 2 consecutive visits and >60% reduction from
baseline). Of the psychotic patients who completed the course,
95.5% (64/67) met response criteria versus 83.3% (125/153)of
the non psychotic patients (p= 0.011). Psychotic patients were
more severely ill at baseline (mean HAM-D= 37.8 £7.6 versus
33.8 £ 6.4 for non-psychotic, p= <0.0001), and had a greater
decrease in HAM-D scores from baseline to endpoint than non-

psychotic patients mean for psychotic, 29.2 +9.9, non-psychotic
23.749.2; p= <0.0001). These differences hold when HAM-D
ratings are rescored to exclude psychotic items (delusional guilt,
somatic delusions and paranoia).
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SYMPOSIUM 10

SAFETY ISSUES IN CHILD AND ADOLESCENT
PSYCHOPHARMACOLOGY: RESEARCH UPDATE
AND CLINICAL IMPLICATIONS

National Institute of Mental Health

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participants should know
of the most recent findings about safety concerns in the use of
medications for the treatment of children and adolescents, and
be able to discuss the implications of these data regarding: (1)
the risk for suicidality during treatment with antidepressants; (2)
risk for metabolic syndrome and other adverse effects of anti-
psychotic medications; and (3) cardiovascular effects and growth
during treatment with stimulant medications.

No. 10A
ASSESSING SAFETY OUTCOMES OF TREATMENT OF
ADOLESCENTS WITH MDD

Graham Emslie, M.D., 5323 Harry Hines Blvd, Dallas, TX
75390-8589

SUMMARY:

Objective: To examine safety and adverse event outcomes in
two recent NIMH-funded randomized clinical trials (RCT’s) of
depressed adolescents.

Method: Using data from two large NIMH trials (Treatment for
Adolescents With Depression Study [TADS] and Treatment of
Resistant Depression in Adolescents [TORDIA]), we will exam-
ine physical, psychiatric, and suicide-related adverse events us-
ing both spontaneous report and prospective methods.

Results: These two studies provide a unique perspective by com-
bining both medication and CBT interventions. In addition, one
of the trials was conducted throughout the recent antidepressant
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controversy, and modifications to the methodology were required.
The TADS study randomized 439 adolescents to CBT, fluoxetine,
placebo, or combination treatment. There was substantial differ-
ence in safety assessment based on whether systematic measures
or spontaneous report were used to assess safety in three areas
(physical, psychiatric, and suicidal). In the TORDIA study, 334
adolescents with depression who had failed to respond to a SSRI
were randomized to a 2x2 factorial design to alternate SSRI/ven-
lafaxine and CBT/no CBT. This sample overall reported substan-
tially high rates of suicidality at baseline and throughout treat-
ment. Type of antidepressant or presence of CBT did not show
significant differences in safety profile. Methodological changes
made in this study in response to the FDA advisory will also be
discussed.

Conclusion: RCTs, in addition to providing information on ef-
ficacy, also provide important information on safety. However,
substantial differences in results are noted based on methods used
to elicit adverse events.

No. 10B
LONG-TERM EFFECTS OF STIMULANTS IN
CHILDREN WITH ADHD

James M. Swanson, M.D., 19722 MacArthur Boulevard, Irvine,
CA 92612

SUMMARY:

Growth suppression in children with ADHD during clinical
treatment with stimulant medication was proposed by Safer et
al. (1972), but consensus reviews decades apart (Roche et al.,
1979: NIH Consensus Conference, 1998) discounted the clinical
significance of this hypothesis. Recent publications on growth in
the Multimodal Treatment study of ADHD (MTA) (MTA Group,
2004 Swanson et al, 2007) and the Preschool ADHD Treat-
ment Study (PATS) (Swanson et al, 2006) revived the hypoth-
esis. However, the evaluation of long-term growth suppression
in these studies is problematic, due to self-selection of treatment
over time that produces naturalistic subgroups based on pattern
of treatment with stimulant medication over time. In the MTA,
evaluation of naturalistic subgroups revealed greater than ex-
pected annual growth rates in cases not treated with stimulant
medication and smaller than expected annual growth rates in
cases following initiation of treatment, with divergence that may
accumulate over three years to produce stimulant-related growth
suppression of about an inch in height and five pounds in weight.
(Swanson et al, 2007) Data from the prospective MTA and PATS
will be presented to characterize long-term treatment with stimu-
lants in terms of consistency of treatment and total exposure to
stimulant medication.

No. 10C

ADVERSE EFFECTS OF ANTIPSYCHOTIC
TREATMENT ON EARLY ONSET SCHIZOPHRENIA
SPECTRUM DISORDERS

Linmarie Sikich, M.D., University of North Carolina at Chapel
Hill, CB 7160, 101 Manning Drive, Chapel Hill, NC 27599-
7160, Jean Frazier, M.D., Jack McClellan, M.D., Robert
Findling, M.D., Benedetto Vitiello, M.D., Jeffrey Lieberman,
M.D.

SUMMARY:

This presentation will review and discuss the safety data from
the recently completed Treatment of Early Onset Schizophrenia
Spectrum (TEOSS), a multi-site, publicly funded clinical trial
comparing three different antipsychotic medications in youths.
Special focus will be on metabolic changes associated with treat-
ment. In TEOSS, 119 children and adolescents (age 8-19 years)
with schizophrenia or schizoaffective disorder were randomly
assigned to receive double blind treatment with molindone, olan-
zapine, and risperidone for up to one year. Prophylactic benztro-
pine was provided to minimize extrapyramidal symptoms (EPS)
in the molindone group. Possible presence of adverse effects
was elicited systematically. EPS, akathisia, and tardive dyskine-
sia were evaluated with structured examinations. Safety labora-
tory tests were done at weeks 0, 4, 8, 24, 36, and 52. Sedation
was reported by 30% of youth, restlessness by 25%, weight gain
by 24%, irritability by 22%, insomnia by 17%, and depression by
13% during the first eight weeks of treatment. Weight gain was
greater on olanzapine than on the other medications. From 9 -52
weeks, weight gain was reported by 37%, anxiety by 22%, seda-
tion by 19%, and depression by 11%. Few EPS were observed,
other than akathisia. Adverse effects were common in youths
during antipsychotic treatment. The safety profile differed across
medications.

No. 10D
STIMULANTS AND RISK OF VASCULAR EVENTS

Mark Olfson, M.D., New York State Psychiatric Institute Unit
24, 1051 Riverside Drive, New York, NY 10032

SUMMARY:

Specific Purpose: There is considerable concern that stimulants
may increase the risk of vascular events. This presentation will
summarize clinical and epidemiological research on stimulants
and cardiovascular safety and describe potential avenues for fu-
ture research. Specific Purpose: There is considerable concern
that stimulants may increase the risk of vascular events. This pre-
sentation will summarize clinical and epidemiological research
on stimulants and cardiovascular safety and describe potential
avenues for future research. Methodology: A review will be pro-
vided of the cardiovascular effects of mixed amphetamine salts
(MAS) and methylphenidate (MPH) in youth and adults at thera-
peutic doses, relationships between blood pressure and heart rate
to risk of vascular events, and case report evidence linking stimu-
lant treatment to vascular events. Results: MAS and MPH are ad-
renergic agonists with acute chronotropic and pressor effects. In
child and adult studies, short-term and long-term stimulant treat-
ment at therapeutic doses results in statistically significant eleva-
tions of blood pressure and pulse. Although there is a continuous
and direct relationship between blood pressure and risk of car-
diovascular or cerebrovascular mortality in adults throughout the
normal range of usual blood pressure, these relationships have
not been well studied in youth. A review of the FDA Adverse
Event Reporting System data of sudden death between January
2002 and February 2005 identified 14 deaths in children receiv-
ing MPH and six in children receiving amphetamines, several of
whom had pre-existing cardiac risk factors. Following this review,
the FDA ordered that labels of all stimulants indicate that sudden
death had been reported in association with stimulant treatment
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at usual doses and that these medications generally should not be
used in youth with serious heart problems. Traditional epidemio-
logical methods, such as case control and cohort analyses, have
not been used to assess associations between stimulant use and
vascular events. Significance: Although pharmacological prop-
erties of stimulants, epidemiological studies of risk factors, and
case reports suggest that stimulant treatment may increase the
risk of vascular events.
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SYMPOSIUM 11

DEPRESSION AND GENERALIZED ANXIETY:
RESEARCH PLANNING FOR THE DSM-V

American Psychiatric Institute for Research and Education

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to understand current views on the inter-relationship between
MDD and GAD from the perspectives of genetics, neurobiol-
ogy, treatment, course and a cross-cultural perspective. The par-
ticipant should also be familiar with the on-going debate as to
whether and how these findings should be translated into changes
in DSM-V and in particular what criteria might be used to decide
the placement of diagnoses into categories in our diagnostics.

No. 1TA
NEUROBIOLOGICAL VALIDATORS APPLIED TO MDD
AND GAD

Charles B. Nemeroff, M.D., Department of Psychiatry &
Behavioral Sciences Emory University School of Medicine

101 Woodruff Circle Suite 4000, Atlanta, GA 30322, Elizabeth
Martin, M.D.

SUMMARY:
Observations of frequent comorbidity, at the phenomenologic
level, of generalized anxiety disorder (GAD) and major depres-

sive disorder (MDD) have triggered interest in formulating new
approaches to the grouping and classification of these disorders
in DSM-V. This presentation will review a variety of neuroendo-
crine, neurotransmitter, and neuroanatomical findings, which sug-
gest need for caution in premature closure on the notion that anxi-
ety and depression are not distinct disorders. The presentation
will illustrate how neurotransmitter system disruption in MDD
and GAD is complicated by the high degree of interconnectivity
between neurotransmitter and neuropeptide-containing circuits
in limbic, brain stem, and higher cortical brain areas, and how
neuroimaging studies conducted to date have lacked the highly
selective inclusion criteria needed to avoid confounds caused
by comorbidity between both syndromal GAD and MDD, or by
patients who have GAD with prominent depressive symptoms
and the converse. The presentation will consider alternatives to
consolidation of MDD-GAD such as introduction of diagnostic
spectra in DSM-V.

No. 11B
CROSS-CULTURAL ASPECTS OF ANXIETY AND
DEPRESSION

Dan J. Stein, M.D., University of Cape Town Department
of Psychiatry E364, Rm71-GSH-J2 Block, Anzio Road
Observatory, Cape Town, 7925 South Africa

SUMMARY:

Cross-cultural psychiatry offers a range of concepts and meth-
ods for approaching psychiatric disorders. A “classical” approach
has emphasized that psychiatric disorders in different parts of the
world have a universal form, albeit with somewhat varying lo-
cal content. In contrast, a “critical” approach has argued that
both the form and content of symptoms are determined by cul-
ture, with our nosologies themselves best understood as cultural
artifacts. In medical and psychiatric practice, clinicians may
usefully be able to integrate aspects of both the “classical” and
“critical” view. We can conceptualize major depressive disorder
(MDD) and generalized anxiety disorder (GAD) as biomedical
disorders caused by psychobiological mechanisms, but also ac-
cept that they are necessarily expressed and experienced within
sociocultural contexts. Although in some contexts (eg primary
care) it is possibly useful to conceptualize both depression and
anxiety symptoms as representing an expression of emotional
distress, ongoing advances in psychobiology and treatment indi-
cate that it is often important to make distinctions between MDD
and GDD.

No. 11C
MDD AND GAD: BACKGROUND AND GENETIC
RELATIONSHIP

Kenneth S. Kendler, M.D., Dept Psychiatry Virginia
Commonwealth University PO Box 980126, Richmond, VA
23220

SUMMARY:

The history of the relationship between MD and GAD will be
reviewed, beginning with the Research Diagnostic Criteria and
carried forward up until DSM-IV. Relevant conceptual issues will
also be examined including the rules adopted by DSM for the
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assignment of disorders into categories. Currently a tension ex-
ists between prior DSM approaches which emphasized clinical
similarity in the decision about disorder placement and efforts
to move toward a more etiologically based diagnostic system.
Parallels will be outlined between these efforts and those by phi-
losophers of biology to develop rules for the classification of spe-
cies. The findings from a series of twin and family studies will be
reviewed most, but not all of which, point toward a strong genetic
relationship between MD and GAD.

No. 11D

COMORBIDITY BETWEEN DSM-1V GENERALIZED
ANXIETY DISORDER AND MAJOR DEPRESSION IN
THE NATIONAL COMORBIDITY SURVEY FOLLOW UP

Ronald C. Kessler, Ph.D., Department of Health Care Policy
Harvard Medical School 180 Longwood Avenue, Boston, MA
02115, John M. Hettema, M.D., Ph.D., Kimberly A. Yonkers,

M.D.

SUMMARY:

Data are presented on comorbidity between DSM-IV general-
ized anxiety disorder (GAD) and major depression (MD) in the
National Comorbidity Survey follow-up, a nationally representa-
tive two-wave panel sample of 5000 people initially interviewed
in the early 1990s and then followed up over a decade to study
changes in the onset, persistence, and progression of their mental
disorders. Results are presented of analyses of associations be-
tween GAD and MD in predicting onset and persistence of each
other along with associations between other variables in predict-
ing onset-persistence of both GAD and MD. The goal of the
analyses is to determine whether asymmetries can be found that
would indicate differences in risk factors or natural history of the
two syndromes that are sufficiently pronounced to consider them
separate disorders on the basis of these data patterns.

No. 11E
BIOLOGICAL AND TREATMENT ASPECTS

David J. Kupfer, M.D., Dept of Psychiatry University of
Pittsburgh School of Medicine Western Psychiatric Institute and
Clinic 3811 O’Hara Street, Suite 279, Pittsburgh, PA 15213,
Ellen Frank, Ph.D.

SUMMARY:

Almost four decades after Robins and Guze specified five fea-
tures that they defined as underpinning diagnostic validity, ac-
cumulated behavioral and neuroscience research has now sharp-
ened the earlier validity measures, which could now consist of
behavior phenotype, neurobiological profile, genetics/familial
pattern, context/environment, and treatment response/follow-up
studies. As an example of the degree of change, the “neurobio-
logical profile,” which supplants the older “laboratory findings,”
would include data on susceptibility genes, pharmacogenomics;
pharmacological response, neuroimaging, and other neurobiolog-
ical features. Drawing on the review of GAD and MDD prepared
for the APA/WHO/NIH research planning exercise for DSM-V,
this presentation will review the dividends to be realized from
linking the full array of neurobiological data to outcomes of both
psychological and pharmacologic interventions. Selection of

well-defined, comparable clinical samples will assume increas-
ing importance, as will utilization of appropriate, highly sensi-
tive analytic measures. Emphasis on these and other standards
of rigor raise the question of how useful past findings will be in
answering questions about the validity of diagnoses that loom
ahead: the importance of developmental issues, including age of
onset, and the important distinction between comorbidity and the
“evolution” of disorders over their long-term course.
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SYMPOSIUM 12

PSYCHIATRIC GENETICS: NEW DISCOVERIES
KNOCKING AT THE CLINIC DOOR

National Institute of Mental Health

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be;(1)
More familiar with the latest findings in the genetics of bipolar
disorder, schizophrenia, and autism; (2) Better able to understand
the clinical relevance of advances in psychiatric genetics; and (3)
Better prepared to answer questions from patients and their fami-
lies about the genetic contribution to major psychiatric illnesses.

No. 12A
SEARCHING HIGH AND LOW FOR BIPOLAR
DISORDER GENES

James B. Potash, M.D., Johns Hopkins Hospital Meyer 4-119,
Baltimore, MD 21287

SUMMARY:

Family, twin, and adoption studies have made it abundantly
clear that genes play a dominant role, accounting for about 75%
of the susceptibility to bipolar disorder. Research for the last 20
years has focused on determining which of the 20,000 or so hu-
man genes account for this risk. The major modality for screening
the human genome has been the linkage study, a low resolution
approach to the problem, which has identified some chromo-
somal neighborhoods likely to harbor disease genes. In 2007, the
first whole genome association studies of bipolar disorder, which
screen the genome at about 1,000 fold higher resolution than
does linkage, were published. Genes identified in these screens
are currently being studied intensively, to assess their relationship
to bipolar disorder generally and to assess potential relationships
to clinical subtypes of illness. A method that will provide the ul-
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timate level of high resolution in screening for DNA variations
conferring risk for bipolar disorder, whole genome resequencing,
is developing rapidly. New discoveries could ultimately result
in new diagnostic tests and improved treatment methods. Cur-
rently clinicians use family histories to help with diagnosis. They
also need a familiarity with the most up-to-date evidence to an-
swer the questions of an increasingly sophisticated population of
patients, relatives, spouses, and prospective spouses requesting
genetic counseling.

No. 12B
A SYSTEMATIC APPROACH TO ASSOCIATION
STUDIES OF SCHIZOPHRENIA

Pablo V. Gejman, M.D., 1001 University Place, Evanston, IL
60201

SUMMARY:

The discovery of disease genes for complex genetic disorders,
such as schizophrenia, has proven more difficult than first pre-
dicted. The demarcation of true positive results from false posi-
tive results has been particularly challenging. Many have argued
that this problem can be attributed to the relatively small size
of the investigated samples in relation to the genetic effects, but
other significant issues include liberal statistical interpretations
(such as the use of uncorrected p-values from analyses with mul-
tiple comparisons), unsystematic replication attempts, and lack of
adequate linkage disequilibrium maps. However, this landscape
has been rapidly changing recently. The generation of high qual-
ity linkage disequilibrium maps by the International HapMap
Project, a better understanding and standardization of the applied
statistics, and the consistent funding of large-scale collaborative
efforts are expected to correct many fundamental problems. Cur-
rently, individual experiments of unprecedented scale are being
conducted whether the study of association of a large case-con-
trol sample with a dense map of genetic markers (e.g., we use the
Affymetrix Genome-Wide Human SNP Array 6.0 which includes
over 900K genetic markers), known as a genome-wide associa-
tion experiment (GWA), has become the most accepted model.
Our sample is comprised of 3,000 schizophrenia cases and 3,000
controls of European ancestry, and 1,300 cases and 1,000 con-
trols of African-American ancestry. Primary data from the GWA
experiment and its initial follow up, as well as data from focused
candidate gene experiments, will be presented.

No. 12C

HIGH-RESOLUTION ANALYSIS OF GENOME COPY
NUMBER VARIATION IN AUTISM SPECTRUM
DISORDERS

Jonathan L. Sebat, Ph.D., Cold Spring Harbor Laboratory, Cold
Spring Harbor, NY 11724

SUMMARY:

New methods for detecting changes in DNA copy number
(CNVs) have begun to shed new light on genetic risk factors for
autism spectrum disorders. What these studies have shown is that
large scale deletions and duplications of genes are a significant
contributor to genetic risk, and furthermore that CNV risk fac-
tors are frequently the result of spontaneous germline mutation.

Spontaneous CNVs have been detected at many loci throughout
the genome, and no single locus has been shown to account for
more than 1% of cases. These data are consistent with the no-
tion that there are many genes in the genome that, when altered,
can produce a similar disease phenotype. We hypothesize that the
common features of autism (impaired social interaction, difficulty
with communication, and restricted interests and behaviors) owe
there “commonality,” not to common genes, but to a common
biological pathway involving a large and diverse set of genes.

No. 12D
GENES CAN’T READ DSM: DISSECTING GENOTYPE-
PHENOTYPE CORRELATIONS

Thomas G. Schulze, M.D., Genetic Basis of Mood and Anxiety
Disorders NIMH 35 Convent Drive Bldg. 35, Rm 14202 MSC
3719, Bethesda, MD 20892-3719

SUMMARY:

In psychiatric genetic research, the ever-increasing sophistica-
tion of molecular genetic tools has outpaced our understanding
of the disorders we study. While a multitude of linkage and as-
sociation studies have discovered potential vulnerability genes,
the challenge now is to identify complex genotype-phenotype
relationships that may go beyond traditional diagnostic concepts
embodied in the DSM.
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SYMPOSIUM 13

PSYCHOPHARMACOLOGY IN THE ATHLETE
INTERNATIONAL SOCIETY FOR SPORT
PSYCHIATRY
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EDUCATIONAL OBJECTIVES:

At the conclusion of this session the participant will be able
to recognize the role of psychotropic medications in the athlete.
They will learn the unique considerations when choosing a psy-
chotropic medication in this population, with particular attention
to untoward effects, as well as sports specific phenomena. This
will be demonstrated through both athletes and sport psychia-
trists. The medication classes will include antipsychotics, antide-
pressants, psychostimulants, and lithium.

No.I13A
THE USE OF NEUROLEPTIC MEDICATION IN
PROFESSIONAL ATHLETES

Douglas L . Geenens, D.O., 10511 Mission Road, #204,
Leawood, KS 66206

SUMMARY:

Professional athletes require special considerations when pre-
scribing psychiatric medications. Of particular importance is the
rationale for use of antipsychotic medications and their impact
on performance and cognition. Although psychopathology has
not been systematically studied in professional athletes, anecdot-
al and clinical evidence suggests common diagnoses to include
anxiety, substance abuse, ADD, and bipolar disorder. The current
treatment strategies for bipolar disorder primarily encompass an-
ticonvulsants and atypical antipsychotics. Traditional treatment
of psychotic disorders and mood disorders have largely targeted
some degree of traquilization. In the professional athlete, this
can be disastrous and functionally end their professional career.
I will present a case of a professional athlete (NFL) who was
adequately treated for bipolar disorder with ziprasidone and was
able to continue his professional career.

No.13B
LITHIUM IN THE ATHLETE

Antonia L. Baum, M.D., 5522 Warwick Place, Chevy Chase, MD
20815

SUMMARY:

The use of lithium in the athlete has not been well documented.
In this presentation, we will show that the common assumption,
that lithium toxicity is likely to occur with physical exertion, is
not the rule. Given the potential therapeutic potency of lithium,
it behooves us to consider the possibility of using lithium, even
in the elite athlete. The existing case reports will be discussed,
as well as the various considerations when using lithium in the
athlete, from tremors to dehydration, and their effect on lithium
levels. Guidelines on the management of athletes on lithium will
be presented. An ironman triathlete will present her history on
lithium, from side effects to efficacy. The salient point is that lith-
ium can be used successfully—if used judiciously, and managed
carefully—in the athlete.

No. 13C

PSYCHO-STIMULANT USE DURING ATHLETIC
COMPETITION; WHAT ARE THE RISKS AND
BENEFITS?

David O. Conant-Norville, M.D., 15050 SW Koll Parkway Suite
24, Beaverton, OR 97006

SUMMARY:

Use of psychostimulant medication is the first line treatment for
Attention-deficit hyperactivity disorder, (ADHD) yet is banned
for use by athletes during competition by many sport governing
organizations. This presentation will review the history leading
to restrictions of psychostimulant use in sport, the potential risks
to the athletes, and the data suggesting a possible performance
enhancement effect. Specific rules banning psychostimulant use
in various amateur and professional sport organizations will be
discussed as well as procedures to obtain therapeutic use exemp-
tions for athletes with medically legitimate reasons for using
these agents during competition. This presentation should pro-
vide practical information regarding treatment of ADHD in the
high level athlete so as to avoid medical complications or doping
sanctions.
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SYMPOSIUM 14

SOMATIC PRESENTATIONS OF MENTAL
DISORDERS

American Psychiatric Institute for Research and Education

EDUCATIONAL OBJECTIVES:

At the end of this symposium, participants will better under-
stand the “territory” of somatic complaints, patterns of comorbid-
ity with psychiatric and general illnesses, the influence of culture
on somatic presentations, and factors that influence course and
prognosis. Presentations will review challenges to research in
this area, such as patients’ poor symptom recall, and will preview
recommendations for naming and placing these conditions in fu-
ture classification systems.

No. 14A
BIOLOGICAL SUBSTRATE FOR SOMATOFORM
DISORDERS

Joel E. Dimsdale, M.D., 9500 Gilman Drive Dept 804, La Jolla,
CA 92093-0804

SUMMARY:

Somatoform disorders are deeply troubling to both patients
and physicians. The diagnosis regrettably relies on the pres-
ence of subjective distress in the absence of objective findings.
As a result, there is always the possibility that a diagnosis will

104



SYMPOSIA

be “missed.” In addition, there is a clear underlying physiology
of distress which implies that there is a two way street—both
psychosomatic and somatopsychic in terms of production and
experience of somatoform symptoms. In particular, studies on
communication pathways from the immune system to the brain
provide exciting new information on the pathophysiology of in-
flammation-associated symptoms.

No. 14B
DIFFERENTIAL RESPONSE TO TREATMENT FOR
SOMATOFORM DISORDER SUBTYPES

Kurt Kroenke, M.D., 1050 Wishard RG6, Indianapolis, IN
46202

SUMMARY:

Somatoform disorders are among the most common mental dis-
orders presenting in the general medical setting. However, com-
pared to other common disorders like mood and anxiety, less is
known about effective treatment of somatoform disorders. This
presentation will review the evidence for a differential response
to specific treatments for subcategories of somatoform disorders.
CBT has been studied in all disorders (except conversion) and
found beneficial in 11 of 13 studies reviewed. For somatization
disorder (and its variants), a consultation letter to the general prac-
titioner (GP) has been shown effective in most studies, whereas
the benefits of GP training have not yet been established. SSRIs
are effective for treating body dysmorphic disorder. Antidepres-
sants have been less well studied for other somatoform disorders.
No proven therapy has been identified for conversion disorder
and no randomized controlled trials have been conducted for pain
disorder or undifferentiated somatoform disorder. Both CBT and
antidepressants are effective for functional somatic syndromes.

No. 14C
RETHINKING SOMATOFORM DISORDERS IN DSM-V:
A VIEW FROM CULTURAL PSYCHIATRY

Laurence J. Kirmayer, M.D., 4333 Cote Ste Catherine Rd.,
Montreal, Quebec, H3T 1E4 Canada

SUMMARY:

This paper examines the impact of culture on symptom experi-
ence to draw out implications for the nosology of somatoform
disorders in DSM-V. Although globalization and migration are
changing the meanings of culture, the result is not homogeni-
zation but complex forms of hybrid identity and local practice
that require careful attention to individual experience and social
context in diagnostic assessment. Cross-national epidemiologi-
cal studies have shown the ubiquity of somatic presentations of
distress in primary care and mental health settings and the wide
range of culture-specific somatic symptoms, syndromes, and ill-
ness explanations. Culturally influenced modes of somatic aware-
ness and interpretations of symptoms may contribute to specific
forms of somatic amplification resulting in persistent symptoms
and disability. However, bodily symptoms often function as cul-
tural idioms of distress that may not indicate psychopathology
but point to social, interactional, or systemic problems. An inde-
pendent axis of illness behavior may be a more effective way to
capture these personal, social, and cultural dimensions of somatic

symptoms and syndromes.

No. 14D
CLINICAL COURSE AND TREATMENT OF
SOMATOFORM DISORDERS

Winfried Rief, Ph.D., University of Marburg, Marburg, 35032
Germany

SUMMARY:

Somatoform disorders are frequently a disabling condition,
which is difficult to manage and treat in clinical practice. A lit-
erature analysis of the spontaneous course of patients with mul-
tiple medically unexplained symptoms shows that individual
symptoms may vary, but the syndrome of multiple medically
unexplained symptoms tends to persist. A stepped care approach
will be presented including the following steps: (1) clinical man-
agement in general practitioner settings, (2) minimal interven-
tions by psychiatrists and health care professionals, (3) cognitive
behavioral therapy, and (4) psychopharmacological treatment.
Evidence for the approaches will be reported from other studies
and three studies of our own group, including the evaluation of
a general practitioner’s training as well as a randomised clinical
trial with 150 patients. It is emphasized that somatoform disor-
ders need a specific management and treatment approach in all
of the aforementioned settings. The empirically-based treatment
options are compared with the reality of health care seeking,
which is analyzed in a population-based study including 2,500
participants. The presentation will close with consideration of the
implications of course, treatment results, and health care seeking
on the revision of classification criteria.

No. 14E
THE ASSOCIATION OF SPECIFIC SOMATIC
SYNDROMES WITH ONE ANOTHER

Simon Wessely, M.D., Institute of Psychiatry Kings College
London DeCrispigny Park (Denmark Hill), London, SE5 8AF
United Kingdom

SUMMARY:

This presentation will review the association between the vari-
ous functional somatic syndromes seen across medical specialties
(e.g., irritable bowel syndrome, fibromyalgia, atypical chest pain,
tension headache, etc.). Overall, unexplained medical symptoms
are common in primary care settings (occurring in more than 50%
of patients in one study). Given the extensive overlap among the
symptoms included in the definitions of the various functional
syndromes, the more symptoms one has that are characteristic of
one syndrome, the more likely one is to have symptoms charac-
teristic of the other syndromes as well. Despite a significant as-
sociation of the functional syndromes with depression or anxiety,
the modest effect size (0.68) indicates that depression and anxiety
do not entirely explain the functional syndromes. Furthermore,
population-based studies of fatigue suggest that there is a reason-
ably stable set of neurasthenia cases (i.e., fatigue syndrome) that
do not overlap with depression and anxiety. A latent class analy-
sis of functional somatic symptoms in the community suggests
the presence of the following five classes: a chronic fatigue-like
entity, a pan/myalgia-like entity, an irritable bowel syndrome-like
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entity, a depression entity, and an anxiety entity. These data sug-
gest accepting the existence of a concept of functional somatic
symptoms/syndromes that differ from anxiety and depression,
and that within this broad category, continuing to respect the in-
tegrity of fibromyalgia, irritable bowel syndrome, chronic fatigue
syndrome, and their cultural variants.
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SYMPOSIUM 15

GLOBAL GAPS IN PSYCHIATRY: THE MENTAL
HEALTH NEEDS OF CHILD SOLDIERS

APA Council on Global Psychiatry

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to:(1) Recognize the global extent of the use of child soldiers in
armed conflict; (2) Identify psychiatric symptoms that child sol-
diers can manifest; (3) Describe specific mental health interven-
tions that can facilitate rehabilitation of child soldiers; and (4)
Recognize the potential for child soldiers to exhibit resiliency,
sustain mental health, and reintegrate into their communities.

No. 15A
A LONG WAY GONE: WAR, REDEMPTION AND HOPE
THROUGH THE EYES OF A CHILD SOLDIER

Ishamael Beah, B.A., C/O Laurel Cook (Publicist) Farrar
Straus & Giroux 19 Union Square West, New York, NY 10003

SUMMARY:

Author of A Long Way Gone: Memoirs of a Boy Soldier (Ferrar,
Straus & Giroux, 2007), Ishmael Beah was born in Sierra Leone
in 1980, a country ravaged by civil war from 1991-2002. By the
time he was 13 years old, his parents and two brothers were killed,
and he was abducted as a child soldier by a disenfranchised group
of the Sierra Leone Army. Mr. Beah fought for over two years
before he was rescued by UNICEF and taken to a rehabilitation
center. In 1997, he fled from the increasing violence in Freetown
and traveled to New York City.

No.15B

INTERVENTIONS FOR DEPRESSION SYMPTOMS
AMONG ADOLESCENT SURVIVORS OF WAR AND
DISPLACEMENT IN NORTHERN UGANDA

Judith Bass, Ph.D., Department of Mental Health Johns
Hopkins Bloomberg School of Public Health 624 North
Broadway 8th Floor, Baltimore, MD 21205 Theresa Betancourt,
Sc.D., Liesbeth Speelman, M.A., Grace Onyango, M.A.,
Kathleen F. Clougherty, M.S.W., Richard Neugebauer, Ph.D.,
Laura Murray, Ph.D., Helen Verdeli, Ph.D.

SUMMARY:

Prior qualitative work with internally displaced persons in war-
affected northern Uganda showed significant mental health and
psychosocial problems. The objective of this presentation is to
assess the effect of locally feasible interventions on depression,
anxiety, and conduct problem symptoms among adolescent survi-
vors of war and displacement in Northern Uganda.

No. 15C
THE REINTEGRATION OF FORMER CHILD
SOLDIERS IN NORTHERN UGANDA

Jeannie Annan, Ph.D., NYU Program for Survivors of Torture
462 First Avenue, CD 733, New York, NY 10016

SUMMARY:

The Lord’s Resistance Army (LRA) in northern Uganda has
been abducting adolescent boys and girls as their main source of
recruitment for more than a decade. This study draws on a repre-
sentative survey of over a 1,000 male and female ex-combatants
and non-combatants in this region to examine the impact of sol-
diering on psychological distress and social reintegration.

No. 15D
CHILD SOLDIERS IN MOZAMBIQUE

Jon A Shaw, M.D., Leonard M. Miller School of Medicine
University of Miami Dept of Psychiatry & Behavioral Sciences
Room 1404, Mental Health Hospital Center 1695 NW 9th
Avenue, Miami, FL 33136

SUMMARY:

The presentation will review the global problem of child sol-
diers and factors associated with their recruitment. I will present
experiences from working with children in Mozambique who had
been abducted by Renamo (an anti-communist group sponsored
by the Rhodesian Intelligence Service in the mid-1970s) and
forced to participate in armed conflict against the government.
These child soldiers were eventually captured by government
forces who endorsed providing treatment for these abducted child
soldiers with the hope of rehabilitating them and returning them
to their families. The children were held in a Catholic school that
was converted to a rehabilitation center, and the intervention was
predicated on group education.

No.15E
MOZAMBICAN CHILD SOLDIER LIFE OUTCOME
STUDY

Neil G. Boothby, Ed.D., Heilbrunn Department of Population
and Family Health, Columbia University Mailman School of
Public Health, 60 Haven Avenue, B-4, New York, NY 10032
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SUMMARY:

The presentation will focus on the adult life outcomes of for-
mer child soldiers. Between 1988 and 2004, information was
collected on 40 male former child soldiers in Mozambique. Re-
search began at a rehabilitation center in Maputo, continued after
they were reintegrated into communities, and culminated with an
examination of adult outcomes.
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SYMPOSIUM 16

EUROPEAN AND AMERICAN PSYCHIATRY:
IDENTITY AND PRIORITIES

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to; 1) better understand the psychiatric identity that prevails at
the present time in America and Europe; 2) develop priorities to
address the most relevant mental health problems faced in Eu-
rope and America; and 3) to draft solutions for the most important
mental health problems faced in Europe and America.

No.16A
CURRENT EUROPEAN PERSPECTIVES ON THE
CONCEPT OF SCHIZOPHRENIA

Mario Maj, M.D., Department of Psychiatry, University of
Naples SUN, Largo Madonna delle Grazie, Naples, 80138 Italy

SUMMARY:

The DSM-1V diagnosis of schizophrenia is essentially a diagno-
sis by exclusion. The DSM-1V symptomatological, chronological
and functional criteria, taken together, do not characterize schizo-
phrenia as a syndrome (all of them may be fulfilled by several
cases of bipolar disorder, major depression, and dementia). The
exclusion criterion becomes decisive for the diagnosis. Should
the schizophrenic syndrome be really diagnosed by exclusion?
Does this syndrome not have characteristics? Three alternative
answers to these questions emerge from the recent European
psychiatric literature: 1) The schizophrenic syndrome does have
characteristics. However, its essence does not lie in a constella-
tion of symptoms, but in a “mode of being” of the subject, that
the trained psychiatrist is able to grasp, but operational diag-
nostic criteria are unable to communicate. 2) The schizophrenic
syndrome does have characteristics, but the DSM-IV criteria fail
to catch one or more aspects which are essential for the diagno-
sis. In particular: 2a) the form and content of the anomalies of
self-experience in patients with schizophrenia require a more in-
depth characterization, reversing the recent process of reduction

of psychotic phenomena to their smallest common denominator,
of which the DSM-IV laconic formulation is the outcome; 2b)
the basic relational deficit shared by individuals with schizo-
phrenia and schizophrenic spectrum disorders should be better
characterized and operationalized; 2c¢) the cognitive impairment
of patients with schizophrenia may have a characteristic pattern,
especially if examined longitudinally. 3) Schizophrenia is not a
discrete disease entity. There is a continuous distribution of psy-
chotic phenomena in the general population, and a substantial
overlap between schizophrenia and bipolar disorder from both
the clinical and biological viewpoint. A dimensional approach to
the classification of psychosis is now mature.

No.16B
CLINICAL AND THEORETICAL PSYCHOPATHOLOGY
IN THE EDUCATION OF THE FUTURE PSYCHIATRIST

Michael Musalek, M.D., Anton-Proksch Institute Mackgasse 7-
11, 1230 Vienna, 4663 Austria

SUMMARY:

In the last decades in psychiatry we became confronted more
and more with various interesting and important results of studies
carried out in different research fields, e.g., neurosciences, genet-
ics, neuro-immunology, sociology, psychology, psychotherapy,
philosophy, ethics, anthropology, etc., which led to a high com-
plexity of psychiatric knowledge. This development obviously
creates new needs in the training of psychiatrist, in particular the
need for education in clinical and theoretical psychopathology. In
order to provide future psychiatrists with the possibility to assess
critically new research results and to put them into the framework
of their daily clinical work, basic knowledge in the theory of sci-
ence and in the theoretical foundations of contemporary clinical
psychopathology (e.g., history of ideas epistemological, ethical
and aesthetical reflections of theories in psychiatry, etc.) be-
comes necessary. Moreover, theoretical reflections on education
in psychiatry itself, represents an important tool in developing
future psychiatry. Theoretical Psychopathology is not so much
seeking to solve only clinical problems as to study the concepts
that structure and guide our thinking in psychiatry and to lay bare
the foundations and suppositions of our daily work in clinical
psychopathology and diagnostics, treatment and education itself.
Psychopathology discourse on the theoretical backgrounds of our
clinical and scientific work is what happens when our daily prac-
tice becomes self-conscious.

No.16C
WORLD PSYCHIATRY: EUROPEAN CONTRIBUTIONS

Wolfgang Gaebel, M.D., Department of Psychiatry and
Psychotherapy Heinrich-Heine-University Diisseldorf Bergische
Landstr 2, Duesseldorf, 40629 Germany

SUMMARY:

Psychiatry in European countries has a long, rich and influential
tradition. European psychiatry, however, is still in statu nascen-
di, starting to discover its common roots and future challenges,
thereby developing a European identity - beyond languages
and schools. Harmonization and certification of education and
training, promotion and funding of cross-national collaborative
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research etc. are amongst those transnational goals. The current
process of revisiting diagnosis and classification in psychiatry
also fits into the agenda for joining activities in order to contrib-
ute European knowledge and experience to this worldwide en-
deavour. These global challenges, however, do not only require
exchange of opinions across the European member states and
their professional organizations, but also within the international
community. Accordingly, the identity of psychiatry has already
been made an issue of debate on an international level, e.g., by
respective American (APA), European (AEP) and World (psychi-
atric) associations (WHO, WPA).
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SYMPOSIUM 17

WOMEN’S HEALTH: STRAIGHT TALK ABOUT
TANGLED PROBLEMS - PREGNANCY-RELATED
PSYCHIATRIC ISSUES

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to; appropriately recognize and adequately treat women’s mental
health problems linked to pregnancy, miscarriage or pregnancy
termination.

No.17A
POSTPARTUM DEPRESSION: EFFECTS ON THE
DEVELOPMENT OF MOTHER AND CHILD

Alexandra M Harrison, M.D., 183 Brattle Street, Cambridge,
MA 02138

SUMMARY:

Depressed mothers often lose the flexibility necessary to at-
tend to and recognize the infant’s communicative signals, and
therefore repairs of interactive errors are not made. Maternal re-
sponses are often characterized by either withdrawal or intrusion,
and these maternal responses do not match the infant’s affect or
intention. The infant comes to expect a particular kind of misat-
tuned response from the mother and tries to protect himself or
herself by either withdrawing from the intrusive maternal behav-
iors or protesting the withdrawn maternal behaviors. In either
case, the infant may develop a coping style that influences his/her
ability to explore the inanimate world and make social relation-
ships. The expectancies of misattuned responses from the mother
becomes part of the baby’s core affective self and may influence
the infant’s response to strangers. Negative social interactions
with others then have a confirmatory effect, supporting negative

expectancies, limiting positive social experiences, and predispos-
ing the infant to depression. Therapeutic intervention directed
at the mother-infant pair, using videotape to demonstrate both
healthy and problematic micropatterns to the mother, can have a
beneficial effect and interrupt the intergenerational transmission
of depression.

No.17B
DILEMMAS CONCERNING MISCARRIAGE AND
GENETIC TERMINATIONS.

Gail E. Robinson, M.D., Toronto General Hospital 8-231 E.N.,
200 Elizabeth St,, Toronto, ON, M4W 3M4 Canada

SUMMARY:

Approximately 20% of pregnancies miscarry in the first trimes-
ter. The psychological impact is often ignored or minimized. Oth-
ers may not understand why the woman is grieving for a child she
never knew. Male partners may not express grief openly, leaving
the woman to feel isolated and alone. Often there is no clear rea-
son for the miscarriage, leaving women to feel responsible and
guilty. Often, there are no institutional policies in place as there
would be to help parents who suffered a stillbirth. Some research-
ers see the resulting emotions as resolving in the first six months
whereas others have found long-lasting grief reactions. There is
also a debate as to whether the best psychological outcomes are
obtained by quickly doing a D&C or adopting a policy of expect-
ant waiting to see if the embryo is absorbed. With a termination
for genetic indications, the decision to end the pregnancy is often
a difficult one. Couples worry about how others may judge their
decision. This may result in their not explaining what has hap-
pened, thereby, not obtaining needed emotional support.

No.17C
ANTENATAL MATERNAL MENTAL HEALTH:
BLISSFUL CARE

Gisele Apter-Danon, M.D., 121 bis Avenue du Général Leclerc,
Bourg-La-Reine, 92340 France

SUMMARY:

Pregnancy has long been considered a blessed period, free of
psychiatric disorders. However pregnancy is not the disorder-
free time that was imagined. There is now strong evidence that
relapse of major depressive disorders and bipolar episodes may
take place not only after birth but even during the prepartum if
adequate management and treatment are not implemented. So-
matic complaints and hormonal changes tend to be attributed
to the pregnancy itself creating confounders of prenatal depres-
sion for physicians and primary care professionals. Women with
past history of sexual abuse present more functional symptoms
of depression during the prepartum. However, maternal history
of trauma, PTSD, borderline personality, and depression often
overlap, major diagnostic difficulties and hindering recognition
of mental health issues during pregnancy. This leaves even more
women undiagnosed and untreated.

No.17D
THE MYTH OF THE ABORTION TRAUMA SYNDROME
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Nada L. Stotland, M.D., 5511 South Kenwood Avenue, Chicago,
IL 60637

SUMMARY:

Much of the recent literature about the psychiatric sequelae of
abortion concludes that the effects are negative. However, there
are serious methodological flaws in this literature; failure to es-
tablish baseline mental health and failure to correct for confound-
ing variables are among them. Nevertheless, the United States
Supreme Court and a number of state legislatures have rendered
opinions or enacted legislation on the basis of these supposed
negative outcomes. Women may terminate pregnancies because
they have pre-existing psychiatric disorders and/or serious psy-
chosocial problems. The best predictor of post-abortion status is
pre-abortion status. Whereas postpartum depression and psycho-
sis were recognized by Hippocrates, and are included in the DSM,
“Abortion Trauma Syndrome” and “Post Abortion Depression”
are terms coined by anti-abortion activists. These terms were
coined to mimic valid psychiatric conditions, and psychiatrists
need to be aware of the state of the scientific data.
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SYMPOSIUM 18

THE APPLICATION OF TRANSLATIONAL
AFFECTIVE NEUROSCIENCE TO THE
UNDERSTANDING OF ANXIETY DISORDERS

National Institute of Mental Health

EDUCATIONAL OBJECTIVES:

At the conclusion of this symposium, the participant should
have: a clearer understanding of the implications of animal work
for the pathophysiology associated with the anxiety disorders, a
clearer understanding of the development of GAD and SAD in
childhood, a clearer understanding of the distinct differences in
pathophysiology between GAD, SAD, and PTSD, and a clearer
understanding of the relationship, at the neural level, between
anxiety and a distinct.

No.18A
GENERALIZATION OF CONDITIONED FEAR AS A
PATHOGENIC MARKER OF PTSD

Shmuel Lissek, Ph.D., MAP/NIMH/NIH 15K North Drive Room
208, MSC 2670, Bethesda, MD 20892-2670, A. Biggs, S. Rabin,

R. Alvarez, B. Cornwell, M. Vythilingham, Daniel.S. Pine, M.D.,
C. Grillon

SUMMARY:

A recent meta-analysis of lab-based, fear-conditioning studies in
the anxiety disorders implicates heightened anxious reactivity to
conditioned stimuli (CSs) signaling safety as an important corre-
late of clinical anxiety generally, and of posttraumatic stress dis-
order (PTSD), specifically. Whereas healthy controls display anx-
ious reactivity to CSs paired (CS+: danger cue) but not unpaired
(CS-: safety cue) with an aversive unconditioned stimulus (US),
PTSD patients tend to display fear responses to both CS+ and CS-
. Given that stimuli employed as CS+ and CS- by this literature
share many stimulus properties (e.g., size, shape, duration), such
findings implicate an enhanced tendency among PTSD patients
to generalize conditioned fear from danger cues to safety cues
with overlapping features. This interpretation is consistent with
the clinically observed PTSD process, by which fear to a trau-
matic event transfers to safe conditions that “resemble”aspects
of the trauma (DSM-IV). Unfortunately, very little work on gen-
eralization of conditioned fear has been conducted in humans
and no such studies to our knowledge have been applied to study
PTSD. The current effort introduces a generalization paradigm
consisting of 10, quasi-randomly presented, rings of gradually
increasing size. For half of participants the smallest ring is the
CS+ (paired with an electric shock US) and for the other half, the
largest serves as CS+. The eight rings of intermediary size cre-
ate a continuum of similarity from CS+ to CS- and are included
to assess generalization gradients of conditioned fear. Presented
data provide psychophysiologic validation (startle EMG, SCR)
of the paradigm as well as comparisons between generalization
gradients among those with versus without PTSD.

No.18B

VIOLENCE AND VICTIMS: DISSOCIABLE
DYSFUNCTIONS IN AMYGDALA-CORTICAL
INTERACTIONS IN PTSD AND PSYCHOPATHY

Abigail Marsh, Ph.D., MAP/NIMH/NIH 15K North Drive Room
208 MSC 2670, Bethesda, MD 20892-2670, R.J.R. Blair, M.D.

SUMMARY:

Both posttraumatic stress disorder (PTSD) and psychopathy
have been associated with dysfunction in specific amygdala-ven-
tromedial frontal cortex circuitry. In this paper, two event related
fMRI studies will be presented involving patients with PTSD and
healthy comparison individuals (N = 14 in both groups in both
studies). Data will be presented from the same two paradigms
from children with conduct disorder (CD) and psychopathic ten-
dencies and two comparison populations; healthy children and
children with attention-deficit hyperactivity disorder (ADHD) but
without CD. Patients groups are matched with their correspond-
ing comparison groups for age, IQ, gender and ethnicity. In study
1, subjects were presented with fearful, angry and neutral expres-
sions. In study 2, subjects performed passive avoidance learning
paradigms — learning to approach some stimuli associated with
reward and avoid other stimuli associated with punishment.
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No.18C

DIFFERENTIATING GENERALIZED SOCIAL PHOBIA
FROM GENERALIZED ANXIETY DISORDER AT THE
NEURO-COGNITIVE LEVEL.

Karina S Blair, Ph.D., MAP/NIMH/NIH 15K North Drive Room
208, MSC 2670, Bethesda, MD 20892-2670, Daniel S. Pine,
M.D.

SUMMARY:

Generalized social phobia (GSP) and generalized anxiety disor-
der (GAD) are two anxiety disorders seen in children and adult-
hood that cause considerable suffering but whose bases are only
beginning to be understood. They also appear to be significantly
comorbid with the clear potential implication that an individual
with GSP and GAD has a more severe form of GSP than an in-
dividual with GSP alone. Of course, an alternative possibility
is that in cases of GSP+GAD, the generalized anxiety relating
to the GAD has simply broadened to the social domain; i.e., the
pathophysiology associated with GSP may not be seen in cases
with GSP and GAD.

No.18D
TRANSLATING DEVELOPMENTAL MODELS OF
ANXIETY TO CHILDREN

Daniel S. Pine, M.D., MAP/NIMH/NIH, 15K North Drive, Room
208, MSC 2670, Bethesda, MD 20892-2670

SUMMARY:

Advances during the past 20 years have produced major chang-
es in conceptualizations of both normal and abnormal variations
in emotional responses. Some of the most dramatic advances
have emerged through studies of anxiety and depression. This
work examines the nature of organisms’ responses to dangerous
situations or stimuli. While advances have emerged in both basic
and clinical perspectives, relatively few studies have capitalized
on the opportunity to conduct “translational” work that integrates
insights from basic and clinical domains. The nature of recent
findings in basic science and discuss the relevance of this work
for clinical advances.
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SYMPOSIUM 19

COMPARING NOTES: INTERNATIONAL
EXPERIENCES IN EVALUATING RESIDENTS’
SKILLS

EDUCATIONAL OBJECTIVES:

At the end of this presentation, the attendee should be able to:
(1) describe similarities and differences in educational efforts in
the U.S., the U.K., and Canada in addressing the challenge of
competency and performance assessment of psychiatry trainees;
(2) recognize the challenges of validity, reliability, and feasibility
of in-training assessment of interviewing and case presentation
skills; and (3) describe ways to improve the validity, reliability
and feasibility of such assessments.

No.19A
TITLE TRAINEES’ ASSESSMENT AT WORK PLACE:
THE U.K. EXPERIENCE

Dinesh Bhugra, M.D., PO 25Health Service & Population
Research Dept, David Goldberg Centre Institute of Psychiatry,
De Crespigny Park, London, SES5 8AF United Kingdom

SUMMARY:

With the recent changes in postgraduate education in the UK,
new curricula have been introduced which focus on competen-
cies. In addition, the assessments focus on competencies rather
than high stake examinations alone. In the last year several meth-
ods have been piloted by the Royal College of Psychiatrists. In
this presentation details are offered of several different methods
of workplace based assessments (WPBA). In addition to a short
introduction and background to these methods the presentation
will cover long case; multi-source feedback (MSF); mini-clinical
examination (mini-CEX); direct observation of procedural skills
(DOPS); case-based discussion (CBD); patient satisfaction and
multi-source feedback and presentation and teaching assessments
along with journal club assessment. For each assessment method,
initially the approach is defined, along with research evidence
from the literature. These tools were used in over 600 trainees
in 17 sites around the United Kingdom with training schemes
varying from eight to 80 trainees in rural and urban settings. The
findings from the pilot data will be presented along with pros and
cons of using different methods. Among the new tools used in
pilot studies, patient satisfaction questionnaires have particular
problems associated with them. However, multi-source feedback
allows the assessors and trainees to ascertain the overall function-
ing of the individual and responses to their actions and behaviors
by other stake holders. All of these approaches have particular
strengths and weaknesses. Further work on determining their re-
liability and validity will enable the assessors and trainees to have
confidence in their use.

No.19B

WORKPLACE BASED ASSESSMENTS IN
PSYCHIATRIC RESIDENT TRAINING IN THE U.K.:
THE DEVELOPMENTAL EXPERIENCE

Amit Malik, M.D., The Royal College of Psychiatrists, 17
Belgrave Square, London, SWI1X 8PG, United Kingdom Amit
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Malik, M.R.C.Psych., Andy Brittlebank, F.R.C.Psych.

SUMMARY:

Postgraduate psychiatric training in the U.K. is undergoing
a massive change. There is a major shift in both postgraduate
psychiatric training and assessments from the more traditional
models toward the competency based models. The new train-
ing model will be driven by a competency-based curriculum.
The emphasis of assessments will change from “what residents
know” to “what residents can do” and these will increasingly oc-
cur in the workplace.

No.19C
WHITHER GOEST WE: SUPERVISORS, RESIDENTS
AND ANNUAL CLINICAL SKILLS EXAMS

John Manring, M.D., University Hospital, 750 East Adams
Street, Syracuse, NY 13210

SUMMARY:

The American Board of Psychiatry and Neurology (ABPN)
recently decided to eliminate the live patient interview and oral
examination (part 2) of their certification process over the next
several years. The Residency Review Committee for Psychiatry
of the Accreditation Council of Graduate Medical Education si-
multaneously released revised requirements for residency train-
ing programs which call for an annual evaluation of residents’
clinical skills in interviewing patients and families, establishing
an appropriate doctor/patient relationship, eliciting psychiatric,
medical, social, and developmental history, assessing mental
status and providing relevant formulation, differential diagnosis,
and provisional treatment plan. These requirements are to a large
extent the same skills assessed by the ABPN oral examination.

No.19D

FROM ABPN TO PSYCHIATRY RESIDENCY: TAKING
ON THE CHALLENGE OF CLINICAL SKILLS
EXAMINATION

Richard F. Summers, M.D., Office of Education, 3535 Market
Street, 2nd FI, Philadelphia, PA 19104

SUMMARY:

This presentation will give an overview of the collaboration of
the ABPN and AADPRT in developing parameters and models
for clinical skills examination in U.S. psychiatry residencies. Ex-
amination models from a variety of residency programs will be
presented with a discussion of the pros and cons of various evalu-
ation procedures, frequency and timing of examinations, docu-
mentation, standards for passing, and inter-rater reliability.

No.19E

IN-TRAINING ASSESSMENT OF RESIDENT
INTERVIEWING AND CASE PRESENTATION

SKILLS IN CANADA: THE MCMASTER UNIVERSITY
APPROACH

Priyanthy Weerasekera, M.D., McMaster University,
St.Joseph’s Hospital, 301 James Street South, Fontbonne 415,

Hamilton, Ontario, L8P 3B6, Canada Karen Saperson, Ch.B.,
Lawrence Martin, M.D.

SUMMARY:

The Royal College of Physicians and Surgeons of Canada (RCP-
SC) recently decided to replace the “long case/live patient” ex-
amination format with OSCE type stations. Psychiatry residency
program directors, unanimously agreeing to retain an assessment
of the skill set involved in the long case, assumed responsibility
for this assessment. This has imposed considerable demands on
the part of training programs to institute a formal, standardized
assessment process so that interviewing and case presentation
skills can be reliably and validly assessed during the residency
program. This shift emphasizes that these skills be taught in the
residency program so that graduating residents possess the nec-
essary skills to develop positive alliances with their patients and
interview in an empathic yet semi-structured manner, so that they
can obtain the necessary information essential for arriving at a
differential diagnosis, formulation, and treatment plan. In addi-
tion to this the graduating resident must be able to synthesize
and present this material in a coherent manner so that they are
perceived as “consultants” in their field.
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SYMPOSIUM 20

THE PSYCHOSES FUSED: THE KRAEPELINIAN
DICHOTOMY, A CONTINUUM OR ONE DISORDER:
CLINICAL, GENETIC AND COGNITIVE
COMPARISONS

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to more accurately diagnose and treat psychotic patients by under-
standing how the concepts of the functional psychoses developed
and changed from the 18th century to the present. Participants
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will appreciate the implications of similarities and overlap from
comparative clinical, cognitive and genetic studies supporting the
continuum theory and suggesting a fusion of the psychoses as a
single disease not the Kraepelinian Dichotomy.

No.20A

THE PSYCHOSES DISSECTED OR FUSED: A
CORRECT DIAGNOSIS IS CRITICAL FOR CORRECT
TREATMENT

Charles R. Lake, M.D., Department of Psychiatry, University of
Kansas SOM, 3901 Rainbow Blvd, Kansas City, KS 66160

SUMMARY:

This presentation will review the history of the development of
the concepts of the functional psychoses in order to evaluate their
validity as separate, a continuum or a single disease. A selected
literature of comparison studies will be summarized that demon-
strate similarities and overlap between patients diagnosed with
schizophrenia and bipolar. These studies cover a wide array of
clinical and basic science disciplines including: diagnostic symp-
toms, course and prognosis, neurochemistry, brain metabolic,
brain imaging, genetics and neurocognition. Surprising similari-
ties and overlap when considered with the continuum theory lead
to the possibility that the psychotic disorders are a single dis-
ease.

No.20B
BIPOLAR DISORDER AND SCHIZOPHRENIA:
SHARED GENETIC SUSCEPTIBILITY

Wade H. Berrettini, M.D., Room 2206, 125 S. 31st St.,
Philadelphia, PA 19104

SUMMARY:

Schizophrenic and bipolar type I disorders are similar in some
epidemiologic respects, including age-at-onset, lifetime risk,
course of illness, worldwide distribution, risk for suicide, gender-
specific risk and heritability. Despite these similarities, schizo-
phrenia and bipolar type I disorders are typically considered to be
separate entities, with distinguishing clinical characteristics, non-
overlapping etiologies and distinct treatment regimens. Over the
past three decades, multiple family studies are consistent with
greater nosologic overlap than previously acknowledged. First
degree relatives of bipolar probands are at increased risk for bipo-
lar, schizoaffective and unipolar disorders. First degree relatives
of schizophrenic probands are at increased risk for schizophren-
ic, schizoaffective and unipolar disorders. This overlap may be
especially evident for psychotic bipolar type I mood disorders.
Molecular genetic association studies (conducted during the past
15 years) reveal that some susceptibility loci may be common to
both schizophrenic and bipolar type I nosologic classes, includ-
ing several candidate genes, identified through linkage disequi-
librium studies (COMT [22q11], neuregulin 1[8p22], and G72
[13g32]. As these gene are identified, our nosology will require
substantial revision during the next decade, to reflect this putative
shared genetic susceptibility.

No.20C

BIPOLAR DISORDER AND SCHIZOPHRENIA FROM
NEUROPSYCHOLOGICAL AND NEUROIMAGING
PERSPECTIVES

Jon-Kar Zubieta, M.D., University of Michigan, MBNI, 205
Zina Pitcher Place, Ann Arbor, MI 48109-0720

SUMMARY:

In spite of over a century of research in the area, there is contro-
versy regarding the validity of nosological distinctions between
bipolar disorder and schizophrenia (SZ). A growing literature
objectively examining neuropsychological function appears to
support a greater overlap between SZ and bipolar disorder than
initially expected. This presentation will review neuropsycho-
logical data comparing the two illness. Neuroimaging data will
be presented that supports both similarities and differences in the
neural processing of information between these illnesses. In our
laboratory, we have observed that a measure of monoaminergic
synaptic density is altered in both bipolar disorder and schizo-
phrenia. Increases were encountered in both samples that cor-
related with neuropsychological testing results, however their
regional distribution differed. In the context of a larger literature
examining measures of neuropsychological and neural function,
these data confirm and support the hypothesis that both similari-
ties and differences exist between SZ and BDI.
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SYMPOSIUM 21

PHARMACOGENETICS OF TAMOXIFEN AND OTHER
CHEMOTHERAPEUTIC AGENTS AND SELECTIVE
SEROTONIN REUPTAKE INHIBITORS: DRUG
INTERACTIONS AND ALTERATIONS

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to; (1) Understand the issues regarding the metabolism of tamox-
ifen and the shared pathway involving the cytochrome P450
enzyme family, with antidepressants such as venlafaxine, par-
oxetine and fluoxetine; (2) Appreciate the interactions between
CYP2D6polymorphisms and coadministered antidepressants;
and (3) Highlight some major research studies that are looking at
such drug-drug interactions.
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No.21A

INFLUENCE OF DRUG INTERACTIONS AND
GERMLINE PHARMACOGENOMICS ON THE
EFFICACY, SIDE EFFECTS AND COMPLIANCE WITH
TAMOXIFEN

David A. Flockhart, M.D., Division of Clinical Pharmacology,
Indiana University School of Medicine, Indianapolis, IN 46202,
James M. Rae Ph.D., Daniel F Hayes M.D., Anne Nguyen
C.C.R.P, Vered Stearns M.D., Janet Carpenter R.N., Ph.D.

SUMMARY:

Tamoxifen remains the most widely used drug in the world for
the prevention and treatment of breast cancer in those women
whose tumors express estrogen and progesterone receptors. The
drug is widely regarded as effective, resulting in an average 40%
reduction in the recurrence of breast cancer after surgery and
chemotherapy, and a 50% reduction in risk in high risk women.
The primary side effects associated with tamoxifen are vasomo-
tor symptoms including hot flashes that can be treated with SSRI
and SNRI antidepressants. Recent data have demonstrated that
the efficacy of tamoxifen relies on its conversion to an active me-
tabolite, endoxifen, by cytochrome P450 2D6. This enzyme is ge-
netically polymporphic, with a non-functioanl allelel frequency
of ~30%, 20% and 35% in Caucasian, African and Asian popula-
tions. Of note, its activity is potently inhibited by paroxetine and
fluoxetine and our data demonstrate that these drugs are widely
used to treat depression and hot flashes in women who ar pre-
scribed tamoxifen. Other data from our group have made clear
that venlafaxine can be used to treat the vasomotor symptoms as-
sociated with estrogen blockade in this setting, without inhibiting
CYP2D6, and that citalopram and escitalopram have no effect on
the activity of this enzyme. Because of the potentially life-saving
efficacy of tamoxifen for women with all forms of breast cancer,
we believe that antidepressants that inhibit CYP2D6 should not
be co-prescribed with tamoxifen.

No.21B
MOOD DISORDERS AND CANCER: IMPLICATIONS
FOR TREATMENT

John F. Greden, M.D., 1500 East Medical Center Drive, Ann
Arbor, MI 48109-0999

SUMMARY:

Twenty-five percent of cancer patients suffer from major de-
pressive disorder (MDD) over the course of their cancer illnesses.
Individuals with cancer are three times more likely to develop
depression than those without. Should antidepressant medica-
tions be required, SSRIs are traditional “first-line” agents; SSRIs
also are frequently prescribed for tamoxifen-induced hot flashes.
Thousands of patients with co-occurring depression/cancer re-
ceive both tamoxifen and SSRIs. Cytochrome P4502D6 geno-
types are involved with metabolizing some SSRIs, tamoxifen and
other chemotherapy agents, so such concomitant use can alter
outcomes of both cancer and depression treatments (Jin et al,
2005). Consequences can be profound.

No.21C
PHARMACOGENETICS IN MANAGEMENT OF
DEPRESSION IN CANCER PATIENTS

Melvin G. Mclnnis, M.D., University of Michigan Depression
Center, 4250 Plymouth Road, Ann Arbor, MI 48109-5795

SUMMARY:

The care and management of mood disorders is a crucial com-
ponent to the health care of the cancer patient. Effective treat-
ment of mood disorders improves the quality of life of the cancer
patient, the likelihood of adherence to the oncological treatment
regimen and other lifestyle improvements that impact the over-
all outcome. Managing depression and other mood disorders in
the cancer patient requires establishing and maintaining a collab-
orative relationship between the oncologist and psychiatrist; the
emerging field of pharmacogenetics must also be incorporated
as it offers a vocabulary and discipline for such an interaction.
Medications commonly used in psychiatry and oncology affect
the P450 metabolizing pathways and there are significant impli-
cations of selecting specific SRRIs in the treatment of depression
in the cancer patient. The emerging field of pharmacogenetics
is likely to become an integral component to the assessment of
depression and decision for medication selection in the cancer
patient, in addition to the consideration of the existing oncology
medication. Routine use of pharmacogenetics has not yet been
generally endorsed in psychiatry as the very high and very low
metabolizing variants of CPY2D6 and CYP2C19 are relatively
rare. The specialty patient, as represented by the individual with
depression and cancer, has the complex pharmacological and
physiological background that will often benefit from knowledge
of genetic variations, i.e. pharmacogenetics. “Psychiatry-oncol-
ogy” clinics will likely to be the first to adopt these emerging
advances as well as needed genetic counseling.

No.21D

TEACHING PHARMACOGENOMICS: FINDING SPACE
IN OUR ALREADY OVER-CROWDED MEDICAL
SCHOOL CURRICULUM

Tamara L. Gay, M.D., Department of Psychiatry, University
of Michigan, 1500 E Medical Center Drive, Ann Arbor, MI
48109-0999

SUMMARY:

Today, more medical educators are embracing the field of phar-
macogenomics, the science of discovering the genetic basis for
individual variations in drug response. Deans and curriculum
committee members clearly see the need for students to master
this rapidly growing body of knowledge. However, many schools
are struggling with where in the curriculum pharmacogenomics
belongs. Questions include: Should a separate course be devel-
oped and implemented? Or should Pharmacogenomics informa-
tion be incorporated into the current Pharmacology and/or Ad-
vanced Medical Therapeutics Courses? An important principle
in medical education is to link as much basic science teaching
as possible to clinical disease processes and actual patient care.
This argues for incorporation of Pharmacogenomics into the core
clinical clerkships as well. During extremely busy clinical rota-
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tions, attempting to find room for applied basic science concepts
will be challenging. In addition, the Psychiatry Clerkship is often
under siege by various factions and forces, who suggest time al-
located for teaching psychiatric illness and treatment should be
reduced, not expanded. The pivotal question for medical and psy-
chiatric educators is not, Will we bring Pharmacogenomics into
our Medical School Curriculum, but How?
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SYMPOSIUM 22

MOMENTS OF CHANGE IN PSYCHOTHERAPY:
WHAT CAN WE LEARN FROM THE POSITIVE
TURNING POINTS OBSERVED IN

EDUCATIONAL OBJECTIVES:

At the conclusion of this session, the participant should be able
to;(1) recognize moments of change that occur in patients’ psy-
chological treatments; (2) list elements that go into creating these
moments; and (3) forsee ways that this new concept can be used
in teaching, conducting, and researching psychotherapy.

No.22A
CHANGE MOMENTS IN THERAPY

Daniel Stern, M.D., 14 Ch. Clairejoie, 1225 Chene-bourg,
Geneva, Switzerland

SUMMARY:

Purpose: To discuss “moments” of change in psychotherapy as
conceived in light of insights from my infant observations and re-
search—and from the work of the Boston Change Process Study
Group. Content: “Now moments” emerge in the course of thera-

py. They potentially alter the immediate course of the therapeutic
process. These moments arise in the context of threatening to
change (for better or worse) the frame of the therapeutic process
or its habitual way of proceeding.

Methodology: The Boston Change Process Study Group has
been conducting an ongoing study of change moments in our adult
patients’ psychotherapies. Several of us conduct grand rounds at
institutions around the world regarding these significant process-
es and then share the questions and comments that come up. We
thus have an ongoing cross-discussion and data sharing program
to ensure the collection of more examples and the establishment
of ruling principles. I have conducted researches throughout my
entire career on infant development, especially in terms of the
baby-parent relationship and emotional expression. These ob-
servations have assisted me in conceptualizing how change takes
place in psychotherapy patients in the adult age ranges.

Results: A sort of intersubjective turbulence creates “now mo-
ments” between doctors and their patients. As anxiety increases
in both patient and therapist, the therapist is temporarily thrown
off balance and must search for a response to resolve the situa-
tion. Even though there is no fully adequate response in his or
her known technical repertoire, the doctor responds as best he or
she can.

Importance: Moments between doctor and patient alter the in-
tersubjective field and lead the therapeutic process onto a more
open path. The effect of the moment of meeting occurs largely
in the implicit domain of knowing. It resembles the quick, un-
conscious meetings of the eyes (and souls) of infants and their
caregivers.

No.22B
CHANGE MOMENTS IN THERAPY

Ethel S.Person, M.D., 135 Central Park West, New York City,
NY 10023, Ethel Spector Person, MD

SUMMARY:

Purpose: Describe turning points and transformations as they
take a role in the therapeutic situation with adult patients, explain
how I realized that this was a neglected but important part of
many therapeutic situations, and to show how change moments
occur because of our intrinsic capacity as human beings to recon-
figur