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Research and Researchers
Institute on Psychiatric Services

or the first time, at the 2006 Institute on Psychiatric
Services in New York City, the meeting will be replete
with offerings for clinicians on clinically relevant
research.
Reflecting the increased relevance of an evidence base for clinical
practice, this year’s IPS program features research award lectures,
invited lectures on key research questions, and the inauguration
of a Health Services Research Track that includes two symposia,
two special lectures, and a Health Services Research Breakfast.
The initiation of this Track has a three-fold purpose: to highlight
the implications of current health services research for psychiatric
practice; to introduce psychiatric residents to the field of health
services research; and, to update clinicians on innovative and
practical approaches for improving mental health care.

Lectures by recipients of major research awards are highlights at
the 2006 IPS and are also featured in this issue of the Psychiarric
Research Report

In addition to these targeted events, many of the Workshops,
Discussion Groups, Innovative Program sessions, and Medical
Updates also reflect the decreasing degrees of separation between
clinical practice and research in psychiatry.

On the following pages we have tried to whet your curiosity and
interest in the special events that will take place in New York City
at the Marriott Marquis Hotel, between Thursday, October 5 and
Sunday, October 8.

Health Services Research Track

The Health Services Research Track opens with a symposium on
Thursday afternoon, 2:00 — 5:00 p.m. Monitoring Depression Se-
verity: Clinical Applications in Psychiatry will introduce the APA
National Depression Management Leadership Initiative, an in-
novative collaborative venture of the APA, the American Academy
of Family Physicians, and the American College of Physicians.
Building on research that established the importance of a system-
atic approach to the management of depression in clinical practice,
participants will present data demonstrating the significant prom-
ise that a simple quantitative instrument holds for improved treat-
ment and management of depression in diverse practice settings.

The Patient Health Questionnaire (PHQ-9) equips physicians in
various specialties with a standardized tool for monitoring depres-
sion severity. The symposium will focus on treatment outcomes
achieved with the PHQ-9 instrument in psychiatric practice.
David Katzelnick, M.D., describes application of the system in
psychiatric practices; Rodrigo Munoz, M.D., assesses efforts to
integrate the PHQ-9 approach in primary care private practices
and in a community clinic staffed by primary care physicians and
by psychiatrists; Paul Wick, M.D., describes the adjustments ex-
perienced by staft and patients in a moderately sized multi-special-
ty group practice setting; Daniel Chen, M.D., surveys elements
that were essential to the implementation process in a culturally
diverse hospital setting; and Gabrielle Melin, M.D., completes
the panorama with a description of system redesign based on
implementation of PHQ-9 strategies in a large health care system.
Madhukar Trivedi, M.D., serves as discussant, and APA Project
Director Farrah Duffy, Ph.D., M.H.S., co-chairs the symposium

with Darrel Regier, M.D., M.P.H., Director of the APA Division
of Research and Executive Director of the American Psychiatric
Institute for Research and Education.

Mark Olfson, M.D., M.P.H., delivers
the first of two lectures featured in the
Health Services Research Track, Anti-
depressant Medication and Suicidality,
on Friday, October 6 (10:00- 11:30
a.m.). Clinical and epidemiological re-
search studies using a variety of meth-
ods have yielded mixed and conflicting
findings on the question of antidepres-
sant medications and their role in pro-
tecting against or exacerbating suicidal
behavior both in young people and
adults. Dr. Olfson will present a sum-

mary and critical assessment of recent
key research on the complex relationship between clinical risk and

the protective factors attributed to antidepressant treatment. The
promises and pitfalls of various methodological approaches used
in these studies will be highlighted; suggestions for future research
directions will also be offered.

The Health Services Research Track continues on Saturday,
October 7. The Health Services Research Breakfast, from 7:30 —
8:30 a.m., provides an opportunity for psychiatric residents and
early career investigators to interact, one-on-one, with senior

(continued next page)
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Health Services Research Track (continued)

researchers in the health services field. Another feature of the
Breakfast is the presentation of awards offered by the American
Psychiatric Institute for Research and Education (APIRE). The
Early Career Award provides $1,000 and an honorary plaque to a
psychiatrist (under the age of 40 or within five years of completing
training) in recognition of a significant paper published during the
previous year in the field of health services research. The Senior
Scholar Award recognizes singular or sustained accomplishments
(by a researcher beyond early career status) that have made an im-
portant contribution to the field of mental health services research;
the award provides $1,000 honorarium and an honorary plaque.

NIMH Clinical Trials: Implications for Psychiatric Treatment
and Research, a symposium, follows immediately after the Break-
fast, from 8:30 — 11:30 a.m. The scope, methodology, and latest
findings of four major NIMH-sponsored clinical trials will be re-
viewed in this symposium.

@ The CATIE (Clinical Antipsychotic Trials of Intervention Ef-
fectiveness) schizophrenia trial compares the relative effectiveness
among and between first generation antipsychotic medications
and second generation antipsychotic medications in a three-phase
research paradigm. Approximately 50 research sites encompassing
1,500 subjects with schizophrenia participated in the trial. The
findings and implications of each phase will be explored by prin-
cipal investigator, Jeffrey Lieberman, M.D., with the purpose of
guiding physicians to determine appropriate medication options
when initial treatment fails.

¢ STAR*D What Have We Learned? This presentation of the
Sequenced Treatment Alternatives to Relieve Depression clinical
trial will be delivered by John Rush, M.D. Dr. Rush will review
the results of (a) the acute phase treatments used in the trial for
treatment resistant depression and (b) the long-term, one-year,
naturalistic follow-up for depressed patients.

@ TADS (Treatment of Adolescents With Depression Study) is a
multisite randomized clinical trial designed to compare the relative
effectiveness of fluoxetine and cognitive behavioral therapy (CBT)
alone or in combination for the treatment of adolescents suffering
from moderate to severe major depressive disorder. A total of 439

adolescents between the ages of 12 and 17 years of age participated
in the trial. Benedetto Vitiello, M.D., will discuss implications of
the study findings for current practice, including an exploration of
how to evaluate the balance between risks and benefits in choosing
treatments for depressed adolescents.

¢ STEP-BD (Systematic Treatment Enhancement Program for
Bi-Polar Disorder) implemented a collaboration of 26 U.S. treat-
ment centers that agreed to use a common disease management
program in the treatment of 4,361 bipolar subjects. From this
cohort of well characterized patients, subjects were recruited for
specific studies and quasi-experimental comparisons that focused
on the use of various medications and psychotherapies for bipolar
depression. Data has also been collected to evaluate relapse pre-
vention, the risk of Polycystic Ovarian Syndrome, psychiatric co-
morbidity, and suicidality. These studies will be reviewed by

Gary Sachs, M.D.

Annelle Primm, M.D., M.P.H., Di-
rector of the APA Office of Minority
and National Affairs, will deliver the
lecture Disparities in Mental Health
Care: What Does Research Tell Us? on
Sunday, October 8, from 8:00 — 9:30
a.m. In this lecture, Dr. Primm will
provide an overview of recent research
literature regarding disparities in
disease prevalence, access, utilization,
diagnosis, treatment, and outcomes.
The overview will serve as a founda-
tion upon which to develop a research
agenda that can lead to optimal
mental health outcomes in ethnically and racially diverse popula-
tions. Given the relative lack of diversity among research subjects
as well as clinical investigators, developing an evidence base for
treatment of diverse populations is a major challenge. In response
to this challenge, Dr. Primm will delineate strategies designed to
eliminate barriers and facilitate participation of underrepresented
groups in mental health research. ll

Program Highlights: Health Services Research Track

Symposium: Thurs. Oct. 5,2-5 p.m.
Monitoring Depression Severity:
Clinical Applications in Psychiatry

Lecture: Fri. Oct. 6, 10-11:30 a.m.
Anti-depressant Medication and Suicidality
Mark Olfson, M.D.

Health Services Research Breakfast
Sat. Oct. 7, 7:30 a.m. — 8:30 a.m.

Symposium: Sat. Oct. 7, 8:30 a.m. — 11:30 a.m.
NIMH Clinical Trials

Lecture: Sun. Oct. 8, 8 a.m. — 9:30 a.m.
Disparities in Mental Health Care:
What Does Research Tell Us ?

Annelle Primm, M.D., M. PH.
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Gerard E. Hogarty
Alexander Gralnick Award for Research in Schizophrenia Lecture

he Gralnick Award and Award Lecture recognizes
research achievements in the treatment of schizophre-
nia, highlighting work on the psychosocial aspects

of the disorder and of the treatment process, and/or
work in the area of early diagnosis and treatment.

The 2006 Award honors Gerard
E. Hogarty, M.S.W., who passed
away on April 7,2006. The
Gralnick Award Lecture will be
delivered by Mr. Hogarty’s
University of Pittsburgh colleague,
Shaun Eack, M.S.W. Mr. Eack
will present “The Evolution of
Psychosocial Treatment for
Schizophrenia,” on Saturday,
October 7, from 10:00 — 11:30 a.m.

Gerard Hogarty grew up in Boston and attended seminary after
high school graduation. When he realized that he wanted to pur-
sue a different path, he went to Catholic University in Washing-
ton, D.C. to complete a bachelor’s degree in 1958 and a master’s
degree in social work in 1960. After working in Washington and
Baltimore, he joined the faculty of the University of Pittsburgh
School of Medicine in 1974 and remained on the faculty for the
rest of his productive tenure. He was Professor Emeritus of

Psychiatry at the time of his death.

Professor Hogarty began his career as a social worker before
evolving into a world-renowned schizophrenia researcher who
over four decades developed a multidisciplinary research program
centered on the pursuit of combined pharmacotherapeutic and
psychosocial treatments for schizophrenic patients. He summa-
rized this now historic journey in his letter to the Gralnick Award
Committee, excerpts of which follow.

“With continuity of support from the NIMH, I have fortunately
been able to...spend a career pursuing central questions related
to the nature and treatment of schizophrenia; namely, relapse
prevention and interepisodic social functioning. This thematic
inquiry started at a time when state mental hospitals were the
primary repository for hundreds of thousands of schizophrenia
patients, and the first murmurings about deinstitutionalization
were building to a crescendo. Our initiatives began as atheoreti-
cal, altruistic forms of caring, but came, in time, to increasingly
reflect interventions whose practice principles were theoretically
grounded in findings from neurobiology as well as cognitive, so-
cial and environmental psychology. They progressed from
individual to family and more recently, to group approaches....

“...[M]y first solo flight as a PI., initiated in the late 1960’ was a
multi-center investigation of Major Role Therapy and Chlorprom-
azine...among 374 newly discharged schizophrenia patients who
were subsequently treated under controlled conditions for two years.
I think that this remains the largest study of psychosocial treatment
for schizophrenia, and at the time was the first ‘aftercare’ study that
controlled for both drug and psychosocial treatment. MRT was a
combination of social casework (the only intervention that I knew
at the time) and vocational rehabilitation (essentially a job finding
and immediate placement strategy)....The prophylactic superiority
of medication over placebo alone and psychosocial treatment (plus
placebo) was clearly established, no small feat at the time given the
background and training of most psychotherapists....Regarding
adjustment, there was a positive effect of combined medication and
psychosocial treatment across facilities compared to medication
alone, but, surprisingly, MRT had a very negative effect in the
absence of medication, even when compared to placebo alone....

“Environmental stress seemed a likely culprit, including stressors
contained in the therapeutic environment (e.g., MRT and other
high expectation dynamic therapies), as well as the natural environ-
ment (e.g., life events...and expressed emotion). Clearly affected
individuals varied in their psychobiological vulnerability to stress,
and medication alone might be protective unless an individual were
faced with severe environmental demands. Using the model of
familial stress contained in the ‘expressed emotion’ construct, we
reasoned that if we could lower the emotional temperature of the
household and the processing demands placed on the patient, as
well as judiciously use antipsychotic medication, perhaps we could
significantly reduce relapse.

“With the help of a colleague, Carol Anderson, Ph.D., we devel-
oped what became known as the Family Psychoeducation (FT)
approach in 1978, a direct attempt to reduce high EE and hopefully
relapse. FT was compared to a version of Social Skills Training

[as] a way to indirectly lower familial EE by attempting to modify
the patient behaviors that seemed to evoke criticism and hostility in
the family. All patients were maintained on antipsychotic medica-
tion, primarily fluphenazine decanoate. Among 103 patients living
in high EE households, no relapse occurred in the combined FT
and SST conditions and about 20% relapsed in the individual FT
and SST conditions after one year. Again, about 38% of controls
relapsed as expected. By two years, only the FT effect remained
significant, and no relapse occurred in any household that changed
from high to low EE. Effects were unequivocal among patients
being maintained on fluphenazine decanoate, clearly indicating that
a psychosocial treatment did something far beyond simply encour-
aging the patient to take medication. Concurrently, we also con-
ducted a study showing that the dose requirement of patients living

in low EE households was significantly less than for those residing
in high EE households.

continued on next page
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Gerard E. Hogarty (continued)
Alexander Gralnick Award for Research in Schizophrenia Lecture

“As was the case with all psychosocial treatments. .. it appeared
that the effects of family intervention also ended when the treat-
ment ended. Returning to the drawing board, we felt that the
sources of stimulation from the ‘internal’ environment also needed
to be addressed. An analysis of the relapse process revealed that
the earliest signs of decompensation were more often indicators
of affective dysregulation than psychotic features. We thought
that by teaching self-regulation techniques regarding the earliest
indicators of stress, we could keep patients free of decompensa-
tion....In the first three-year, controlled trial (n=151) of a psycho-
social treatment in schizophrenia, Personal Therapy seemed to
finally test the limits of prophylaxis (only 13% relapsed in the PT
alone condition over three years among patients living with fam-
ily). More importantly, for the first time we saw a significant effect
of a psychosocial treatment on the adjustment of patients that was
truly independent of the relapse prevention effect itself.

“Although greatly encouraged by these results, a close examination
of our successful cases revealed that the level of adjustment was
often below that believed to be possible, one that could quickly be
reversed by a variety of rate limiting issues best subsumed under
the rubric of deficits in social cognition (i.e., the ability to act wise-
ly). A MERIT extension of the Personal Therapy study allowed
us to carefully examine the evolution of normal neurocognitive and
social cognitive functioning, and to create and pilot a new develop-
mental approach that might address the apparent cognitive arrest
or delay found in schizophrenia.

“Cognitive Enhancement Therapy (CET) became a multidimen-
sional, holistic, small group approach targeted both to general and
specific factors that might limit functional recovery. Broadly, these
included the need for patients to increase mental stamina, engage
in active as opposed to passive information processing, and unlike
strictly behavioral approaches, to spontaneously and appropriately
respond to unrehearsed and unscripted social encounters. Specifi-
cally, CET helped to facilitate cognitive development through
experiential exercises designed to enhance perspective taking of
another person’s thinking, feeling, and likely behavior. Perspective
taking became the linchpin around which specific aspects of social
cognition could be organized....Forty-five social cognitive group
exercises are now coupled with approximately 60 hours of interac-
tive group training in attention, memory and problem solving.

“Between 1995 and 2002, a two-year randomized study of CET
was compared to Enriched Supportive Therapy...among 121 pa-
tients. By two years, five of six domains of cognition and behavior
had been positively affected by CET, except for residual symptoms
that were not expected to differentially improve among these

stable, recovery-phase patients. We are now currently writing up
the results...of this CET study.

“With the ending of grant support and the dispersal of staff that
served this program for 30 years, Deborah Greenwald, Ph.D.,

and I recently finished a Training Manual and an accompanying
CD-ROM for CET, which we plan to make available to interested
providers and researchers at our cost. We have growing confidence
in CET insofar as an ongoing replication (M. Keshavan, M.D.)
among patients who are early in the course of schizophrenia is
showing important effects....Further, there are significant prelimi-
nary effects for CET noted on the ‘processing of emotion’ using
fMRI, as well as growing evidence of increased cortical density
using structural MRI.

“...I wish that Dr. Gralnick had lived to see that promising
psychosocial treatments that improve the lives of schizophrenia
patients are being developed, although I suspect that he would
continue to be disheartened, as we are, by the failures at imple-
mentation. For me, it has been a humbling yet wonderful
privilege to have spent a career pursuing these questions.”

Shaun M. Eack, M.S.W., will deliver the Gralnick Award
Lecture. Mr. Eack is currently a doctoral candidate in the
Graduate School of Social Work, University of Pittsburgh. He
received his undergraduate and Master’s degrees at the University
of Illinois at Urbana-Champaign, accruing extensive research and
teaching experience both at U.L, and at Pittsburgh. Mr. Eack

is also the productive first author on an array of journal articles
published, in press, and under review.

References

Anderson, C.M., Reiss, D.J. and Hogarty, G.E.:
Schizophrenia and the Family: A Practitioners Guide fo
Psychoeducation and Management, New York: Guilford
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tive Enbancement Therapy Treatment Manual. Pittsburgh:
CET Associates, 2005 (429 pages + CD-ROM).
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Kenneth S. Kendler
Judd Marmor Award Lecture

Sunday, October 8
10:00-11:30 a.m.

The Judd Marmor Award was des-
ignated by the late Judd Marmor,
M.D., to recognize outstanding
contributions to the biopsychosocial
model of research on mental dis-
orders. The recipient of the 2006
Award is Kenneth S. Kendler,
M.D., who will present the Award
Lecture, Psychiatric Genetics: A
Current Perspective.

For over two decades Dr. Kendler has sought to delineate the con-
tributions of genetic factors to psychiatric and substance use disor-
ders. His goal, he states, is to foster ‘an appreciation of the awesome
complexity of human bebavior and the potential power of the fools we
now have to shed at least some light into the darker places of the human
experience.” Dr. Kendler’s lecture will focus on the genetics tools
and paradigms that researchers bring to bear in the study of mental

illnesses. Outlining methodologies that range from family

studies, to large-sample, population-based twin studies, to mo-
lecular genetic studies, Dr. Kendler will review the strengths,
limitations, and complementary roles of each. He will also explore
various aspects of gene-environment interactions, offer a genetic
analysis of developmental trajectories, and review molecular
genetics advances.

Kenneth S. Kendler is Director of the Virginia Institute for
Psychiatric and Behavioral Genetics at Virginia Commonwealth
University, where he is also Rachel Brown Banks Distinguished
Professor in the Department of Psychiatry, Medical College of
Virginia. Dr. Kendler received his medical degree from Stanford
University School of Medicine, completed his residency in
psychiatry at Yale University School of Medicine, and pursued
postgraduate work in Biometrical Genetics at the University of
Birmingham, United Kingdom. For the past decade he has di-
rected the VCU Institute of Psychiatric and Behavioral Genetics
where his work has received world-wide recognition; he was noted,
for example, as the “2 Most Frequently Cited Author of High-
Impact Papers in Psychiatry,” and in 1999 was elected a Member
of the Institute of Medicine, National Academies of Science. ll

Charles B. Nemeroff

Vestermark Psychiatry Educator Award Lecture

Saturday, October 7
3:30-5:00 p.m.

This jointly sponsored APA/NIMH
Award and Award Lecture recog-
nizes an educator who has made
“outstanding contributions to under-
graduate, graduate or postgraduate
education and career development

in psychiatry.” The 2006 awardee is
Charles B. Nemeroff, M.D., Ph.D.,
who throughout his own successful
research career has worked at the
individual, institutional, and national

3\

levels to create opportunities for physicians to appreciate and to

participate in the interdependent relationship between research
and clinical experience.

Dr. Nemeroft’s work has concentrated on elucidating the biologi-
cal basis of the major neuropsychiatric disorders, especially the
pathophysiology of depression, through the use of neuroendocrine,
neuroimaging, and neurochemical methods. Most recently he

has focused on the neurobiological mechanisms that account for

the increased risk of depression in child abuse victims and on the
mechanisms that underlie the relationship between depression and
cardiovascular disease.

Dr. Nemeroft’s lecture, “Psychiatry in the Next Millennium,” will
address the new techniques and remarkable advances that have
permitted the mapping and visualization of chemically defined
neural circuits, systems, neurons, and receptors; research which, in
turn, has served as a basis for the development of novel pharmaco-
logical treatments. In this lecture Dr. Nemeroff will focus on two
major neural systems (serotonin and corticotropin-releasing factor)
implicated in the pathophysiology of depression with an emphasis
on gene-environment interactions and functional brain imaging.

Dr. Nemeroff received his M.D. and Ph.D. from the University of
North Carolina, Chapel Hill. His residency training in psychiatry
was conducted at both UNC and at Duke University. Since 1991
Dr. Nemeroff has served as Chair of the Department of Psychiatry
and Behavioral Science at Emory University School of Medicine.
He is the Editor in Chief of the journal Neuropsychopharmacolgy,
and Co-Editor of the Textbook of Psychopharmacology. The recipi-
ent of numerous awards and honors, Dr. Nemeroff was elected to
the Institute of Medicine in 2002. H
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Jeffery Lieberman

Comparative Effectiveness of Antipsychotic Drugs:
Results of the NIMH-CATIE Study

Friday, October 6
1:30 - 3:00 p.m.

Dr. Jeffrey Lieberman will present a
historical perspective on the devel-
opment and use of first and second
generation antipsychotic medica-
tions in the treatment of schizophre-
nia as a context for the NIMH-ini-
tiated CATIE program, the Clinical
Antipsychotic Trials of Intervention
Effectiveness.

In the absence of information on the

comparative effectiveness of second
generation antipsychotics to each other and to first generation
antipsychotics, the CATIE program was developed to evaluate
effectiveness of these medications as utilized in routine clinical
situations, that is, in typical settings and with typical populations.
Approximately 50 clinical sites across the United States, enrolling
1,500 patients, participated in this first-of-a kind research study;
no other study has examined all marketed medications, in a

controlled fashion, with as many patients, for as long a period of
time, using such extensive measures of efficacy, safety, and cost.

The results of the CATIE program provide a comprehensive set of
data to guide doctors in the selection of pharmacologic treatments
for schizophrenia and in the clinical management of individual
patients. The study elaborates data indicating that symptom con-
trol and side effects experienced during treatment with an initial
medication are significant considerations in determining a subse-
quent medication choice upon discontinuing treatment with an
unsuccessful medication.

Dr. Lieberman, who served as Principal Investigator of the CATIE
program, currently holds positions as Chair, Department of
Psychiatry, Columbia University; Director of the New York State
Psychiatric Institute; and, Director of the Lieber Center for
Schizophrenia Research. Prior to an almost decade-long interlude
at University of North Carolina (1996 — 2004), Dr. Lieberman
held research leadership positions in New York City at Mt. Sinai
School of Medicine, Albert Einstein College of Medicine, and at
the State University of New York School of Medicine. B

Leon Eisenberg
APA Benjamin Rush Award Lecture

Thursday, October 5
1:30-3:00 p.m.

The Benjamin Rush Award honors
an individual who has achieved
renown for his/her contribution to
the history of psychiatry. The 2006
Benjamin Rush awardee is Leon
Eisenberg, M.D., Professor of So-
cial Medicine and Professor of Psy-
chiatry Emeritus, Harvard Medical
School. Dr. Eisenberg will deliver
the Award Lecture entitled, Furor

Therapeuticus: Benjamin Rush and
the Yellow Fever Epidemic, using the tale of Rush’s 1793 experience

in Philadelphia as a launching point to develop a lecture theme
that simultaneously emphasizes the importance of an evidence base
for clinical practice and the limitations of outcome measures.

Leon Eisenberg has been a recognized leader in child psychiatry
and social medicine for over 40 years through his research,

teaching, and philosophical approaches to medicine and psychiatry.
Dr. Eisenberg characterizes as brainless a discipline of psychiatry
that emphasizes only psychosocial understanding; conversely, he
characterizes as mindless a discipline that does the opposite, em-
phasizing only genes, neurotransmitters, and neural hardware.
Neither mindlessness nor brainlessness can be tolerated in medi-
cine, cautions Eisenberg. The unique role of psychiatry will be its
contribution to a new paradigm that integrates neurobiology with
behavior in a social context.

Dr. Eisenberg received his M.D. from the University of Penn-
sylvania and took his internship at Mt. Sinai Hospital in New
York. After serving for two years as Captain in the Army Medical
Corps, he completed a residency in psychiatry at the Sheppard
and Enoch Pratt Hospital in Baltimore and a Fellowship in Child
Psychiatry at the Johns Hopkins Hospital. He became Chief of
Child Psychiatry at Hopkins in 1961 before moving to Harvard in
1967 as Chief of Psychiatry at the Massachusetts General Hospi-
tal. In 1980 Dr. Eisenberg assumed the position of Chair of the
Department of Social Medicine and Health Policy. In July 1993,
Dr. Eisenberg reached Emeritus status at Harvard Medical School
where he continues to work ful/ time. B



Psychiatric Research Report, Summer 2006 B 9

Bernard S. Arons

Services and Science: Shall the Twain Ever Meet?

Thursday, October 5
1:30 - 3:00 p.m.

Bernard Arons, M.D., is Executive
Director and CEO of the National
Development and Research Insti-
tute, Inc., in New York City. NDRI
is a non-profit research and educa-
tional organization dedicated to a
dvancing scientific knowledge in the
areas of substance abuse, mental ill-
ness, and HIV/AIDS. The Institute
supports projects that contribute to the prevention of social and
health problems related to these areas, including projects focused
on therapeutic communities; youth at risk; mental health and
criminal justice, and problems of urban communities.

Prior to taking on these challenges, Dr. Arons served as Director
of the Center for Mental Health Services (under the Substance
Abuse and Mental Health Administration, U.S. Department of
Health and Human Services), and before that served in a number
of positions at the National Institute of Mental Health (NIMH),

including a 1993 assignment in the Office of the Vice President
(Gore) as advisor on mental health issues. Dr. Arons also worked

closely with Surgeon General David Satcher on the 1999 Surgeon
General’s Report on Mental Health.

Dr. Arons is currently a member of the MacArthur Foundation
Network on Mental Policy Research; he serves as Clinical Pro-
fessor of Psychiatry at both Georgetown University and George
Washington University Schools of Medicine, and as Adjunct
Professor of Psychiatry at Dartmouth College Medical School.

Throughout his career Dr. Aron’s efforts have been marked by
projects that bring together researchers, providers, advocates, and
consumers in the interest of providing wider access to improved
services and treatments for un-, under-, and difficult-to-serve
populations. Dr. Arons lecture on Thursday, October 5, will ex-
plore several of these past attempts to implement evidence-based
interventions, the barriers to successful integration of evidence and
practice, and specific steps to overcome these barriers. The role
that can be undertaken by each player required to implement evi-
dence-based interventions will be analyzed; specifically, public and
private providers, State and Federal governmental entities,
professional guilds, and educational institutions. l

Thomas N. Wise
Psychosomatic Medicine: What Is It and What About The Name?

Saturday, October 7
8:00-9:30 a.m.

From his position as Editor in Chief
of the journal Psychosomatics, Thom-
as N. Wise, M.D., shares a unique
perspective on the evolution over the
past 40 years of the knowledge base
underlying the subspeciality,
Psychosomatic Medicine.

The broad array of diagnostic and
treatment issues for patients seen
overwhelmingly in primary care and
other specialty settings provides a compelling case for increased
awareness and educational opportunities in this field of study and
practice. From interferon-induced depression, to the simultane-
ous treatment of cardiovascular disease and depressive illness, to
the interface of women’s mental and reproductive health, and the
psychiatric aspects of gastroenterology, the multidisciplinary and
multi-specialty relevance of this field has become central to the
practice of psychiatry.

Dr. Wise’s lecture will explore developments in the field of Psy-
chosomatic Medicine in terms of significant clinical and research
activities. The presentation will review the path to formal recog-
nition of Psychosomatic Medicine, previously labeled “consulta-
tion-liaison psychiatry,” and will trace the historical roots of both
psychosomatics and consultation psychiatry, which differ from each
other.

Thomas Wise is Chairman of the Department of Psychiatry at
Inova Fairfax Hospital and Medical Director of Behavioral Ser-
vices at Inova Health Systems in Fall Church, Virginia. Simul-
taneously, Dr. Wise holds academic appointments as Professor of
Psychiatry at Georgetown University School of Medicine and as
Professor of Psychiatry and Behavioral Sciences at Johns Hopkins
School of Medicine. Dr. Wise serves as Editor in Chief of the
journal Psychosomatics, and as President of the Board of Directors
of American Psychiatric Publishing, Inc. He received his medi-
cal degree from Duke University, and he completed residencies at
Georgetown University Medical Center and Downstate Medical
Center-SUNY, Brooklyn, where he also completed a Fellowship in
the Division of Liaison Medicine. H
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DSM-V Research Planning

Background

n 2004 the American Psychiatric Institute for Research and

Education, under the leadership of Darrel A. Regier, M.D.,
M.PH.,, launched a series of twelve DSM-V research planning
conferences under the collective rubric, “The Future of Psychiatric
Diagnosis: Refining the Research Agenda.” This initiative is sup-
ported by an NIH conference grant under the auspices of the
American Psychiatric Association. Nine of the conferences focus
on specific diagnostic topics; a methods conference, a conference
on public health issues, and a conference to look at the benefits
of adding a dimensional component to diagnoses round out the
series.

The conference series was designed to address an array of noso-
logical topics deemed to be either particularly problematic in the
current DSM classification or most likely to benefit from new and
emerging research capabilities. The schedule of conferences, the
co-chairs and sites planned for each conference are presented in
Table 1. Detailed information on the goals and organizational
aspects of the conference series can be found in the Winter 2004
issue of the Psychiatric Research Report (PRR) available in the re-

search section of the APA Web site, www.psych.org, and on the
DSM-V Prelude Web page, www.dsm5.org.

Immediately following each conference, a summary of the papers
presented during the conference is posted on the DSM-V Prelude
site, and the summary is also featured in the PRR. Both formats
are made possible through the efforts of Michael B. First, M.D., a
consultant to APA on DSM activities and Director of the DSM-V
Prelude Web site (www.dsmS5.org).

As the papers are revised and transcripts of the group discussions
are developed into manuscript form, the proceedings of each con-
ference will appear in a parallel monograph series to be published
by American Psychiatric Press Inc. The first monograph, Dimen-
sional Models of Personality Disorders, is scheduled to be published
by year end, 2006.

On the following pages, we present Dr. First’s summary of the
conference on Deconstructing Psychosis, held in February 2006
in Arlington, VA. H

Table 1

The Future of Psychiatric Diagnosis: Refining the Research Agenda

Launch and Methods
Co-Chairs: Helena Kraemer, Ph.D.; Patrick Shrout, Ph.D.
Date: February 18-20, 2004, Bethesda, MD

Personality Disorders
Co-Chairs: 'Tom Widiger, Ph.D.; Eric Simonsen, M.D.
Date: December 1-3, 2004, Arlington, VA

Substance Abuse
Co-Chairs: John Saunders M.D.; Mark Schuckit, M.D.
Date: February 14-17, 2005, Rockville, MD

Stress Induced and Fear Circuitry Disorders
Co-Chairs: Dennis Charney M.D.; Gavin Andrews, M.D.
Date: June 22 - 24,2005, Arlington, VA

Diagnostic Issues in Dementia
Co-Chairs: 'Trey Sunderland, M.D.; Dilip Jeste, M.D.;
Olusegun Baiyewu, M.D.

Date: September 14-16, 2005, Geneva

Deconstructing Psychosis
Co-Chairs: Carol Tamminga, M.D,; Jim Van Os, M.D., Ph.D.
Date: February 15-17, 2006, Arlington, VA

Obsessive Compulsive Behavior Spectrums
Co-Chairs:  Eric Hollander, M.D.; Joseph Zohar, M.D.
Date: June, 20-22, 2006, Arlington, VA

Dimensional Issues in Diagnosis

Chairs: John Helzer, MD; Helena Kraemer, PhD; Robert
Krueger, MD; Hans Ulrich Wittchen, MD
Date: July 26-28, 2006, Bethesda, MD

Somatic Presentations

Co-Chairs: Arthur Kleinman, M.D.; Yu Xin, M.D,;
Vikrum Patel, MD
September 6-8, 2006, Beijing

Externalizing Disorders of Childhood

Co-Chairs: Luis Augusto Rohde, M.D., D.Sc.;
Judith Rapoport, M.D.; David Shaffer, M.D.
February 14-16, 2007, Mexico City

Date:

Date:

Depression and Generalized Anxiety Disorders
Co-Chairs: David Goldberg, M.D., FRCP;
Kenneth Kendler, M.D.

Date: June 20, 21, & 22, 2007, London

Public Health
Co-Chairs: Benedetto Saraceno, M.D.;
Norman Sartorius, M.D., Ph.D.

Date: September 26-28, 2007, Geneva
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Deconstructing Psychosis

Prepared by Michael B. First, M.D.

“Deconstructing Psychosis,” the fifth diagnosis-related research
planning session convened under the conference series on the
“Future of Psychiatric Diagnosis: Refining the Research Agenda,”
was held at APA headquarters in Arlington, Virginia on Febru-
ary 16 and 17,2006. APA’s American Psychiatric Institute for
Research and Education (APIRE) is sponsoring the project in
collaboration with the World Health Organization and the fund-
ing agency, the National Institutes of Health. The five-year effort
represents an unprecedented scientific preparatory phase in ad-
vance of the next revision of the Diagnostic and Statistical Manual
of Mental Disorders (DSM-V') and other psychiatric classification
systems.

Carol A. Tamminga, M.D., University of Texas Southwestern
Medical Center in Dallas, TX, and Jim Van Os, M.D., Maastricht
University, Maastricht, the Netherlands co-chaired the meeting of
twenty-one invited scientists from around the world. The goal of
the conference was to examine psychosis dimensionally, the defini-
tions of, and new data concerning, schizophrenia, bipolar disorder,
major depressive psychosis, and substance-induced psychosis.
"Functional" psychotic states (e.g. paranoia) and states related to
defined pathological changes in the brain (e.g., dementia) were
not a focus of the reviews or recommendations.

Evidence For and Against Diagnostic Validity

Three initial presentations reviewed the diagnostic features of
schizophrenia, bipolar psychosis, and major depressive psychosis.
Jim Van Os, M.D. (Maastricht, the Netherlands) presented evi-
dence for and against the diagnostic validity and usefulness of a
schizophrenia diagnosis and discussed possible alternative
approaches.

Noting that the current phenotype of psychosis originated in
psychiatric hospitals at the time of Kraepelin, Van Os observed
that little is known today about how psychosis presents in general
practice settings or in the general population. Given that psychosis
results from the interaction of many genes, it is likely to be a
continuous phenotype with mild forms present in the general
population. At present, 114 combinations of symptoms can meet
the DSM-1V definition of schizophrenia; furthermore, different
populations of patients are defined by different diagnostic systems
(ie., ICD-10, RDC, DSM-III-R, DSM-IV). These are among
the issues that raise questions about the validity of the DSM-IV
definition.

One means of improving diagnosis will be to identify more homo-
geneous groups, such as patients who are characterized primarily by
the deficit syndrome. Another approach that Dr. Van Os proposed
entails grouping symptoms into dimensions rather than people into
categories, with the aim of developing quantitative phenotypes that
correspond more closely to clinical realities than do the current
diagnostic categories. While some evidence suggests that a
dimensional approach may be superior to a categorical approach in
terms of clinical usefulness and prognostic ability, additional
research is needed to determine which type of dimensional
representation would have the most diagnostic usefulness.

Commenting on Dr. Van Os’ paper, Wolfgang Gaebel, M.D.,
(Dusseldorf, Germany) noted that the diagnostic entity of
schizophrenia comprises a loose boundary around a heterogeneous
collection of interrelated and relatively distinct phenotypes. These
variants relate to relatively distinct brain-behavior modules each
with either overlapping or separate etiology, pathophysiology,

continued on next page
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Deconstructing Psychosis (continued)

course characteristics, and treatment response. Dr. Gaebel sug-
gested that the diagnostic concept of schizophrenia be abandoned
or supplemented in favor of a modular illness concept focused on
pathological functions and etiopathogensis (e.g., emotional, cogni-
tive, social) as opposed to diagnostic categories.

In the next presentation, Eduard Vieta, MD, PhD, (Barcelona,
Spain) examined the diagnostic usefulness of bipolar disorder and
the separation of bipolar psychoses and schizophrenia into dis-
tinct diagnostic categories. Imaging data regarding volume loss
in brain structures reveal that the genetic risk for schizophrenia is
associated with volume loss in gray matter in left frontal-striatum-
thalamic and temporal areas, whereas the genetic risk for bipolar
disorder is associated with volume loss in gray matter in the right
anterior cingulate cortex and in ventral striatum. An association
between genetic risk for both schizophrenia and bipolar disorder,
however, is evident in volume loss in white matter in frontal and
temporo-parietal areas.

Differences may also be seen in the cognitive profiles of patients
with schizophrenia and bipolar disorder, although mediocre sen-
sitivity and specificity of neuropsychological testing instruments
limit their usefulness as diagnostic tools in differentiating the two
disorders. Nonetheless, an overlap in symptoms between the two -
the presence of affective symptoms in schizophrenia, and psychotic
symptoms in bipolar disorder - suggests that psychotic disorders
may lie along a continuum that extends from schizophrenia to
schizoaffective depression to schizoaffective bipolar, and bipolar I
disorder.

Dr Vieta outlined limitations in the current bipolar criteria includ-
ing: 1) absence of psychotic symptoms in the diagnostic criteria for
bipolar disorder reinforces the idea that psychosis is a core feature
of schizophrenia but not of bipolar disorder; 2) mood-congruent
vs mood-incongruent psychotic symptoms are not well-defined; 3)
mixed episodes are too narrowly defined; 4) cognitive symptoms
are not included; 5) medication-induced mania and hypomania are
excluded from a diagnosis of bipolar disorder; 6) difficulty in judg-
ing the meaning of “direct physiological consequence of a drug,
medication, or somatic treatment”; 7) failure of the definitions to
take account of family history and biological markers; 8) four-day
duration required for a diagnosis of hypomania and one week for
mania may be too long; and 9) Bipolar Disorder NOS may include
the majority of cases, particularly in children and adolescents.

Dr. Vieta proposed a new specifier for indicating “predominant
polarity” given that polarity may be the best predictor of long-term
treatment response; current evidence, he said, indicates that pre-
dominantly depressive polarity may respond better to lamotrigine,
and predominantly manic polarity to atypical antipsychotics.

In her discussion of Dr. Vieta’s paper, Mary Phillips, MD,
(Pittsburgh, PA) proposed using what she described as the “psychi-
atric toolbox” (i.e., neuropsychological tests, neuroimaging, geno-
typing) to develop disorder “biomarkers” that are persistent, rather
than state-dependent, in order to improve early diagnosis based on
neurobiologic and neurocognitive markers. She cited need for re-
search on behavioral and neural endophenotypes in order to detect
risk of future disorder and on neurobiological predictors of treat-
ment response in order to improve treatment strategy. Dr. Phillips
advocated a multidisciplinary approach over the longer term in
order to understand the pathophysiological mechanisms of the full
spectrum of bipolar disorder.

Alan Schatzberg, MD, (Stanford, CA) reviewed the diagnostic
usefulness of psychotic major depression. Key characteristics

that differentiate major depression from other manifestation

of psychosis are clinical features (i.e., psychotic thinking and
neuropsychological impairment in areas such as attention,
executive function, verbal declarative memory, visual memory,
and visual-spatial perception), biological features (HPA

axis abnormality, low DBH activity, elevated platelet MAO
activity, and alterations in REM sleep), treatment response
(poor placebo response, response to ECT, amoxipine, and
combined antidepressant/antipsychotic therapy, and possibly GR
antagonists), and course (psychotic recurrences, higher mortality
rates, higher rates of suicide ideation).

A problem with the current DSM classification, Dr. Schatzberg
said, is the implication that psychosis is associated only with severe
depression; in addition, the definition includes only delusions

and hallucinations. Among the questions requiring further

study are: whether the definition can be broadened to include
other positive symptoms such as conceptual disorganization and
unusual thought content; whether neuropsychological or HPA
axis measures can be employed in the diagnosis; and determining
whether a past diagnosis of psychotic major depression can

have prognostic implications. Although no single laboratory

or neuropsychological test can differentiate accurately between
psychotic and non-psychotic depression, a combination of clinical
ratings, neuropsychological testing, and cortisol levels has been
shown to differentiate between these groups with a high degree of
accuracy.

Responding to these comments, Mario Maj, MD, PhD, (Naples,
Italy) pointed out that the boundary between psychotic and
nonpsychotic depression is not clear-cut: thoughts and feelings

of guilt and worthlessness may be present in various degrees,
fluctuating within same episode, and hallucinations may occur
only occasionally. Dr. Maj contended that while extant research
evidence supports the usefulness of a psychosis specifier, it does not
support the introduction of a new diagnostic subtype. He agreed
that the specifier should probably be kept separate from the issue
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of severity and that it should be possible to record the presence of
both mood-congruent and mood-incongruent psychotic features in
the same patient since both may be present simultaneously.

Phenomenology and Life Course Approach to
Psychosis: Symptoms, Outcome, and
Cultural Variation

Robin Murray, MD, (London, England) addressed three

questions: 1) What are the critical similarities and differences
between schizophrenia and bipolar disorder? 2) What is the
relation between psychotic illness and minor psychotic symptoms
in the general population? 3) Does the biological meaning of
“schizophrenic symptoms” differ among different ethnic/cultural
groups?

From a genetic perspective, considerable overlap exists between
schizophrenia and bipolar disorder; for example, if one member
of a monozygotic twin pair has schizophrenia, there is a 40
percent chance that the co-twin will have met criteria for
schizophrenia, an eight percent chance the co-twin will have met
criteria for schizoaffective disorder, and an eight percent chance
the co-twin will have met criteria for mania. Yet, given that
pre-schizophreniform subjects have demonstrable impairment

in motor and language development, whereas pre-bipolar
subjects have no general neurocognitive impairment, Dr. Murray
proposed a model wherein, given a background of shared genetic
predisposition to psychosis, schizophrenia but not bipolar disorder
is subject to additional genetic or early environmental insults that
impair neurodevelopment.

With respect to the relation between non-clinical psychotic
symptoms and schizophrenia, minor psychotic symptoms in the
general population are related to the same variables as those related
to schizophrenia (i.e., low verbal 1Q, low education, living in cities,
cannabis dependence, life events/victimization, neurotic symptoms,
ethnic minority). This suggests that psychosis, much like
hypertension, represents one extreme of a distribution of psychotic
symptoms.

Regarding the question of ethnic differences in psychotic
symptoms, evidence supports significant cultural differences in
schizophrenia symptoms for blacks in the UK as compared to
other ethnic groups. For example, black patients diagnosed with
affective psychosis have more first rank symptoms (37 percent)
than white patients (21 percent), and black patients diagnosed
with schizophrenia have more positive and manic symptoms and
less chronicity than white patients, suggesting that application of
the traditional Kraepelinian diagnostic system to black patients in

the UK is problematic.

From all of these lines of evidence, Dr. Murray concluded that the
current dichotomous system is no longer useful. He suggested that
psychosis be re-termed “dopamine dysregulation disorder” and
that individuals so diagnosed should be rated on developmental
impairment and on symptom factor scores.

Jean Addington, PhD, (Toronto, Canada) one of three respondents
to Dr. Murray, focused on the challenge of identifying individuals
who are at ultra-high risk for developing schizophrenia. Current
criteria for schizophrenia include the construct of “prodrome” but
currently this can only be determined retrospectively. Various
research criteria for identifying this ultra or clinical high-risk
group have been proposed and include items such as attenuated
positive symptoms, negative symptoms, and genetic risk plus recent
deterioration in functioning. While individuals at genetic high
risk (i.e., first-degree relatives with schizophrenia) have a 10-20
percent risk of developing schizophrenia, these ultra-high risk
groups convert to psychosis at rates of 25-54 percent in 12 months.
Dr. Addington proposed using current prodromal/ultra high risk
studies to develop models of prediction that might make the
diagnostic criteria for schizophrenia more useful, suggesting that
future studies test biopsychosocial and genetic markers of the ultra

high risk group.

Kwame McKenzie, BM, (London, England) in his comments,
emphasized the impact of culture on the diagnosis of psychotic
disorders. Noting that culture has a ubiquitous multi-level impact
that is impossible to ignore, he observed that the differences in rates
of illness in different minority ethnic populations, different course,
and different reactions to receiving a diagnosis of a psychotic
disorder, can make specific categorical diagnoses untenable in
particular cultural groups. With world-wide migration increasing,
it is crucial to develop a diagnostic system that will be useful across
cultural minority groups. Furthermore, given that the positive
predictive value of a psychotic symptom for diagnosing a psychotic
disorder varies among countries and different ethnic groups within
a country, and that there are different balances of etiologies and
outcomes among ethnic groups within a country, assumptions about
cross-cultural similarities of categorical diagnoses are difficult to
support.

Michael Phillips, MD, (Beijing, China) provided a perspective
from China in his discussion of culture and psychiatric diagnosis.
He noted that the experience and understanding of psychotic
symptoms are imbedded in a network of local meanings that vary
from nation to nation, within different sub-cultural groups in a
single nation, and over time as communities undergo socio-cultural
changes. The nosological paradigms developed to categorize
different types of psychotic symptoms are also imbedded in specific
professional cultures; these paradigms change as professional
cultures evolve. Dr. Phillips proposed developing standardized
qualitative and quantitative methods that can be employed in a
wide range of different communities to conduct culture-sensitive

continued on next page
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assessments of psychotic symptoms. Only then will it be possible
to determine if universal ‘gold standard’ criteria for psychotic
diagnoses are feasible.

Cognitive Psychology or Psychosis

Cognitive impairment is not included among the criteria for
schizophrenia, reported Richard Keefe, PhD, (Durham, NC)
although it is considered to be a core component of the disorder
and is more predictive of dysfunction in increasingly complex
societies than positive and negative symptoms. Various studies
demonstrate that schizophrenia and schizoaffective disorder share
a similar pattern of cognitive impairments, which differs from
patterns in major depression, bipolar disorder, and Alzheimer’s
dementia. There is, however, no “point of rarity” in cognitive
functioning between schizophrenia and other psychotic disorders.

Dr. Keefe pointed out several challenges to defining “cognitive
impairment” in schizophrenia. It would be unrealistic to expect
formal cognitive testing on every individual suspected of having
schizophrenia. Because clinician ascertainment of cognitive
impairment is notoriously poor, input from other informants
(e.g., family, caregivers) is very important. Still, determining
whether there has been a decline from pre-morbid functioning
or from expected cognitive level is complicated by the fact that
pre-morbid levels are decreased in people who later develop
schizophrenia and by the fact that expected cognitive level is based
upon early school performance and test scores, parental/family
education, and reading level. It is important to demonstrate that
cognitive impairment is relatively stable over time, as this pattern
is differentiated from cognitive impairment characteristic of
affective disorders. Even if cognitive impairment does not increase
the point of rarity between schizophrenia and other psychotic
disorders, including cognitive impairment in the definition of
schizophrenia may draw clinicians’ attention towards neglected
treatment options, especially given current and future interest

in the development of treatments for cognitive impairment in
schizophrenia.

To that point, discussant Wayne Fenton, MD, (Bethesda,

MD) outlined ongoing NIMH initiatives targeting cognition

in schizophrenia. These include the MATRICS project
(Measurement and Treatment Research to Improve Cognition

in Schizophrenia), assessment standardization, and the TURNS
project (Treatment Units for Research on Neurocognition and
Schizophrenia). Dr. Fenton noted that cognitive impairment
(specifically immediate verbal memory) is more highly correlated
with functional outcome than delusions, hallucinations, or thought
disorder. A variety of compounds (e.g., glutamatergic modulators,
dopamine D1 receptor agonists, serotonin 5-HT2A receptor
antagonists, cholinesterase inhibitors) potentially have promise

in the treatment of cognitive impairment. In order to facilitate

needed research, the MATRICS project has developed a consensus
battery of neuropsychological tests that cover the most important
cognitive domains affected by schizophrenia.

Genetics
Michael Owen, MD, PhD, (Cardiff, Wales) provided a “genetic

deconstruction” of psychosis. The categorical distinction between
schizophrenia and bipolar disorder has allowed some genes to be
identified and has increased the power to find some genes but
reduced the power to find others. Genetic epidemiology suggests
overlap between schizophrenia, schizoaffective disorder, and
bipolar disorder. Although it is widely assumed that schizophrenia
and bipolar disorder “breed-true,” schizoaffective disorder shows
familial overlap, with evidence accumulating that siblings of
schizophrenic and bipolar probands have increased risk of other
disorders. Furthermore a number of recently identified candidate
genes (e.g., NRG1, Dysbindin, G72, and DISC 1) appear to

confer risk across both disorders.

Dr. Owen concluded that there is no compelling genetic argument
for continuing to distinguish between schizophrenia and bipolar
disorder. He called for research that combines inductive and
hypothesis-driven approaches aimed at relating genes and
biological processes to symptoms and syndromes defined at both
clinical and endophenotypic levels.

In response, discussant Assen Jablensky, MD, (Perth, Australia)
noted that, as yet, no candidate gene or combination of genes

has been shown to be either necessary or sufficient to cause
schizophrenia or bipolar disorder and that the effect sizes of genes
that have so far been implicated in psychiatric disorders are small
to modest. With few exceptions, genetic studies of schizophrenia
to date have been based solely on the broad clinical diagnosis as
the phenotype. Currently known cognitive, neuroanatomical,

and biobehavioral markers might account for more of the genetic
variation than does the clinical diagnosis of schizophrenia.
Consequently, there is a need for robust endophenotyping
strategies that focus on traits associated with brain structure or
function, that are stable, objectively measurable, heritable, and
that correlate with the transmission of schizophrenia within
families. Dr. Jablensky remarked that although the current state of
knowledge about the genetic bases of psychotic disorders cannot
support any radical re-designing of the DSM (or ICD) nosology
of psychoses, the diagnostic categories can be supplemented with
research-oriented, evidence-based annotations on dimensional
models, recommended endophenotype measures, and testable

subtyping of disorders.
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Postmortem Molecular Biology

Francine Benes, MD, PhD, (Belmont, MA) described her use of
a “top-down” approach to the molecular biology of schizophrenia
and bipolar disorder. Working with postmortem tissues,
investigators first look for regions-of-interest, then circuits within
those regions, and, finally, molecular regulatory mechanisms within
specific subpopulations of neurons that show abnormalities in
schizophrenia and/or bipolar disorder.

Dr. Benes proposed a two-factor model for defining cellular
endophenotypes of schizophrenia and bipolar disorder; the model
assumes environmental genes that are regulated by pre-natal or
post-natal stress and susceptibility genes that are turned on or off
in adolescence. GABA-ergic interneurons are common sites for
cellular and molecular abnormalities in both schizophrenia and
bipolar disorder, and GABA cells in these two disorders show
similarities in gene expression that may reflect environmental
risk factors in both schizophrenia and bipolar disorder. Support
for this proposal derives from a rodent model that simulates
changes in neural circuitry found in postmortem studies of the
hippocampus in psychotic disorders. In human postmortem
studies, GABA cells also show differences in gene expression
that may reflect heritable susceptibility factors in schizophrenia
versus bipolar disorder. The endophenotypes for schizophrenia
and bipolar disorder probably involve changes in specific gene
clusters within specific subpopulations of GABA neurons. Dr.
Benes suggested that targeting specific functional clusters of genes
expressed in specific GABA cells will lead to novel therapies that
are unique and specific for schizophrenia and bipolar disorder,
respectively.

Discussant, Mayada Akil, MD, (Bethesda, MD) asked whether
postmortem studies can truly differentiate the two disorders. To
illustrate the complexity of the problem she cited a comparison of
one hundred RNAs, proteins and other markers in multiple brain
regions in post-mortem brains by 56 research groups. The various
teams reported a 65 percent overlap in molecular alterations
between bipolar disorder and schizophrenia. Dr. Akil enumerated
problems facing future research efforts with post-mortem brains:
1) crossing levels from molecular/cellular to circuits and systems to
behavior; 2) molecular and cellular abnormalities are more easily
linked to a functional disturbance (e.g., impaired working memory)
or an endophenotype than to a syndrome or even a symptom; 3)
the effects of chronicity, treatment, and limited function on the
brain cannot easily be disentangled from pathophysiology; and

4) post-mortem studies do not provide any information about
timing or context. Future research strategies for confronting these
problems include: 1) combining postmortem studies with imaging
approaches and animal models; 2) thinking in terms of symptom
domains; 3) trying to understand normal development as a context
for the development of psychiatric disorders; and 4) pursuing
discovery as well as hypothesis driven research.

Human Brain Imaging

Raquel Gur, MD, PhD, (Philadelphia, PA) reviewed the state of
the art and future challenges in the use of neuroimaging to study
psychotic disorders. Neuroimaging potentially may contribute
significantly by elucidating brain circuitry across disorders, by
providing a developmental perspective, by providing applications
to genetic paradigms, and in studying treatment effects.

To date, most neuroimaging studies have examined one population
meeting DSM-1V criteria. There is a growing MRI literature:
comparing diagnostic groups including studies that compare
patients with schizophrenia to those with bipolar disorder and
normal controls; studies that compare scans of patients with first-
episode psychosis to longitudinally followed patients with an
established diagnosis; and family studies that examine individuals
with schizophrenia and compare them to others with a family
history of schizophrenia or bipolar disorder. Imaging research has
been hampered, however, by the lack of a conceptual approach

to examining psychosis in fMRI paradigms; moreover, studies
generally have not been geared to address fundamental questions
because of small sample size, their cross-sectional nature, and the
absence of clinical correlates.

Dr. Gur proposed promising hypotheses that could be tested

by using neuroimaging techniques, including: 1) There are

both common and distinct brain circuitries that contribute

to schizophrenia and bipolar disorder; 2) This pattern can be
identified early and relate to clinical status including differential
diagnosis; and 3) Neuroimaging may elucidate endophenotypes.
In summary, Dr. Gur noted that while increasingly sophisticated
imaging technology exists, it will not substantively inform

DSM-V.

Discussant Stephen Lawrie, MD, (Edinburgh, Scotland)

agreed with Dr. Gur that neuroimaging data is more likely to
affect DSM-VI rather than DSM-V. He noted that current
neuroimaging evidence indicates a subtle gross structural
neuroanatomy of schizophrenia, which is evident to some extent
in relatives. One of the most consistent findings is a reduction

in medial temporal lobe volume, which likely occurs around the
onset of the illness but is at least partly non-specific and of largely
unknown cause. To further investigate this, he recommended
more longitudinal structural MRI studies within five years of
onset and urgent harmonization of techniques across research
centers. Dr. Lawrie suggested that if there is a gross functional
neuroanatomy of schizophrenia, it is a partly dopamine-modulated
frontal (symptom-related) disconnectivity.

Discussant Matcheri Keshvan, MD, (Detroit, MI) noted that the
advantages of neuroimaging include its reliability and its capability
to reflect altered biology. Limitations include the fact that patient-
control differences are quantitative rather than categorical, that

continued on next page
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there is overlap in MRI data between disorders like schizophrenia
and bipolar disorder, and that neuroimaging data lack etiologic
specificity. Future research using brain imaging studies should
help to elucidate structural and functional endophenotypes that
map on to genetic polymorphisms and will hopefully offer ways of
characterizing illness onset and progression as well as help predict
treatment response and outcome.

Neuropharmacology of Psychosis
Carol Tamminga, MD, (Dallas, TX) presented on the similarities

and the differences in the neuropharmacology of schizophrenia
and bipolar disorder. For schizophrenia, medications that may

be efficacious include first and second generation antipsychotics,
clozapine, mood stabilizers, antidepressants, and cognitive
enhancement medications. For bipolar disorder, efficacious
medications include lithium, valproate, first and second generation
antipsychotic medications, and new antiepileptic agents (e.g.,
lamotrigine). Antipsychotic medications treat psychosis in both
schizophrenia and in bipolar disorder. Although mood stabilizers
alone can treat psychotic symptoms in acute mania, they are not
effective in treating psychosis in schizophrenia. Thus, treating
mood destabilization in bipolar disorder can resolve psychosis.

Dr. Tamminga offered three possible hypotheses: 1) Psychosis
has a distinct pathophysiology, common to both schizophrenia
and bipolar disorder, and antipsychotics target that molecular
mechanism; 2) Psychosis is mediated by neural systems which
are different in schizophrenia and bipolar disorder, which can

be stimulated and treated from multiple points and by many
different pharmacologic strategies; and 3) Psychosis is an
unimportant neural response analogous to “fever” and should
not be a primary target for treatment. Dr. Tamminga suggested
that systematic pharmacology with pharmacological probes (e.g.,
ketamine, amphetamine, nicotine, benzodiazepines, cognitive
drugs), which has been done far less often in bipolar disorder than
in schizophrenia, would be helpful to elucidate the underlying
mechanisms.

Respondent John Davis, MD, (Chicago, IL) urged more
systematic presentation of clinical trial results to help elucidate
treatment-specific subtypes; for example, determining if there

is a subgroup of bipolar patients that needs both antipsychotic
medications and mood stabilizers. Dr. Davis also recommended
early intervention and treatment, regardless of whether such
treatment interrupts a pathological process or makes it less severe,
preventing the illness from doing irreparable damage to the
person’s life course. Given the potentially severe side effects of
these medications, it is important to determine whether individuals
with disorders such as schizophrenia and bipolar disorder need
lifelong continuous treatment or if treatment can be intermittent.

Psychosis and Substance Use Disorders

Given the common high comorbidity of substance use disorders
(SUD) with other psychiatric disorders, substance use research is
represented at each diagnosis-specific DSM-V research planning
conference, a role assumed for this meeting by Bruce Rounsaville,
MD, (New Haven, CN). Dr. Rounsaville noted three types of
relationships between psychotic symptoms and substance use: they
can be independent (i.e., a primary psychotic disorder with comor-
bid substance use), they can be substance-induced, or they can be
the expected effects of a substance (e.g., hallucinations resulting
from taking an hallucinogen).

In a first episode of comorbid psychosis and substance use,

unless there is a clear history of psychotic symptoms prior to
using substances or during a drug-free period, the episode should
be considered to be substance-induced until proven otherwise.
The most prevalent types of drugs self-administered by patients
with schizophrenia are nicotine (probably used to improve work-
ing memory), alcohol, cannabis, and stimulants; conversely, little
opioid use is seen. Patients with schizophrenia tend to use lower
amounts of drugs than patients with primary substance use disor-
ders. Furthermore, since some minimal level of social functioning
is generally needed to obtain hard drugs, patients with schizophre-
nia who use drugs tend to show higher positive symptoms and
higher social functioning than patient who do not use substances.
Diagnostic challenges in determining whether a psychosis is
primary or secondary to drug use include: 1) the absence of persis-
tent drug-free episodes in many individuals; 2) abuse of multiple
substances, 3) poor recall of the temporal sequencing of drug use
and psychotic symptoms, 4) the enduring effects of drugs, (e.g.,
1-15 percent of patients who experience psychosis subsequent to
stimulant use continue to have symptoms more than one month
after abstinence), and 5) the similarity of symptoms in primary and
substance-induced psychotic disorders.

Dr. Rounsaville predicted that for DSM-V, changes based on new
data would most likely affect the text rather than the diagnostic
criteria. New data could: help elucidate symptoms that mark or
predict independent versus substance induced psychotic disorders;
clarify the role of different drugs in causing enduring psychosis,
and lead to the development of substance-specific data on how
long the drug-free interval should be in order to determine that a
psychosis is primary vs. substance-induced.

Recommendations

An integral part of each DSM-V research planning conferences

is the formation of small breakout groups in which participants
discuss the presentations in detail and formulate recommendations
for future research. Recommendations offered by breakout groups
of the conference Deconstructing Psychosis will be elaborated in
the conference monograph scheduled to be published in 2007. l
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Request for Nominations
APA Research Colloquium for

Junior Investigators

May 20,2007 * San Diego, California

This annual one-day research colloquium provides mentorship and collegiality to young investigators in early
phases of their training. Participants will have an opportunity to obtain feedback about past, present, and
future research interests from senior mentors in small group settings. Career development and grantsmanship
information 1s also presented during the colloguium. In 2007, the colloquium will focus on three areas of

research:
¢ Mood and Anxiety Disorders
s

% Molecular, Translational, and Neuroscience Research

s¢ Clinical Trials: Assessing Efficacy in Psychopharmacology and Psychotherapy

Who is eligible: Senior residents, fellows, or junior faculty who have interest and potential in developing
careers in the areas of research listed above. Participants should hold a medical degree, be a member of

the APA, or be eligible to become a member of the APA. Those with individual federal research awards
(e.g., RO-1 awards) are not eligible.

Stipend: $1,000 to partially defray travel expenses.
Application Deadline: November 15, 2006

Application Process — Nominees will be required to submit:

sl

% Completed application form and CV

sl

% Two-page statement describing current and proposed research projects

sl

3¢ Abstract (500 words) of a study, in progress or completed, for oral and poster presentation

sl

% Statement (250 words) describing how attendance at the colloquium will further career goals

%¢ Sponsor’s letter of recommendation describing the nominee’s potential and potential to benefit
from the colloquium

% Past colloquium participants must provide a 50-word statement explaining how the 2007 colloquium
will enhance career development

For additional information and a nomination form call 1-800-852-1390 or e-mail: eguerra@psych.org.
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Funding, Fellowship, and Award Opportunities

B SPONSOR: University of California, Davis
Psychiatry Research Fellowship

DESCRIPTION: UC Davis Department of Psychiatry and Behavioral
Sciences offers a unique two-year full-time research fellowship beginning
July 1, 2007.The fellowship is for young physician investigators who have
recently completed residency training and are committed to an academic
career. Training is offered in active basic, clinical, and translational research
programs under the close supervision of senior investigators. Opportuni-
ties are available for cross-disciplinary training and interaction with faculty
in other UC Davis research centers. Stipends are $74,800 plus benefits.

DEADLINE: February 1, 2007, or until position is filled.

CONTACT: Sally Ozonoff, Ph.D, Vice Chair for Research;
sjozonoff@ucdavis.edu; additional information at
www.ucdmec.ucdavis.edu/psychiatry/research/index.html.

B SPONSOR: University of Rochester Medical Center
Fellowships in Suicide Prevention Research

DESCRIPTION: The URMC Department of Psychiatry, Center for the
Study and Prevention of Suicide, seeks applicants aspiring to academic re-
search careers for research training fellowships in suicide prevention across
the life span. Positions are available for up to three years; core areas of skill
development include: psychopathology and psychosocial research; research
design and methods; biostatistics; grant writing and writing for publication;
ethics of research. Trainees with backgrounds in psychiatry or other rel-
evant medical specialties, nursing, psychology, social work, or public health
are best suited to this training program. U.S. citizenship or permanent
resident status required. Members of underrepresented minority groups are
strongly encouraged to apply.

DEADLINE: Applications accepted until positions are filled.

CONTACT: Yeates Conwell, M.D.; (585) 275-6739;
yeates_conwell@urmec.rochester.edu

B SPONSOR: University of Iowa
Postdoctoral Fellowships in Clinical Neuroscience

DESCRIPTION: The Schizophrenia Research Center, Mental Health
Clinical Research Center, Department of Psychiatry, offers multiple posi-
tions for one-to-three-year fellowship training in the neurobiology of ma-
jor psychotic disorders and clinical neuroscience. While the primary focus
of the Center is on schizophrenia, related psychotic disorders, and addic-
tion, candidates with a primary interest in addiction research are particu-
larly encouraged to apply. Major areas of activity include brain imaging,
biostatistics, cognitive neuroscience, neuroanatomy and neuropathology,
neuropharmacology, and molecular genetics.

DEADLINE: Applications are now being accepted; immediate openings

available.

CONTACT: Nancy C. Andreasen, M.D., Ph.D., (319) 356-1545; or Vicki
Foubert, Vicki-foubert@uiowa.edu. The University of Iowa is an Equal
Opportunity/Affirmative Action Employer.

B SPONSOR: American Psychiatric Association and APIRE

The APA and the American Psychiatric Institute for Research and Edu-
cation administer a number of research training awards in concert with
industry sponsors. Complete information on these awards can be accessed
on the APA Web page or by e-mail (eguerra@psych.org). Titles and brief

descriptions are given here.

APA/Pfizer Minority Research Fellowships (one year) are offered for two
postgraduate trainees who are members of ethnic minority groups; those
interested in conducting research in underserved ethnic and racial popula-
tions are particularly encouraged to apply. $45,000 stipend; nomination by
department chair; October 14 application deadline.

APA/AstraZeneca Young Minds in Psychiatry Awards recognize and
promote promising work from physicians who are not more than five years
past residency training. Six awards are made for research in Bipolar Disor-
der and in Schizophrenia: two to U.S. physicians; two international awards;
two to physicians from developing countries (new this year). Each award
is a $45,000 unrestricted career development award. Application deadline
is October 31.

APA/Kempf Award for Research Development in Psychobiological
Psychiatry recognizes a senior researcher and a young research psychiatrist
in a mentor-trainee relationship. The senior researcher is awarded $1,500;
the junior investigator is awarded $20,000 payable to the institution for the
support of the awardee’s research career development. Application dead-

line, October 14.

APA/Lilly Psychiatric Research Fellowships are designed for physicians
who have completed residency training, demonstrate significant research
potential, but have not had extensive research training. October 14 for
receipt of applications.

APA/Merck Early Academic Career for a junior faculty member with an
interest in schizophrenia or sleep disorders, in order to provide assistance in
the transition to research independence. October 14 application deadline.

APA/GlaxoSmithKline Young Faculty Award for Research Development
in Biological Psychiatry is intended to protect the research time of a junior
faculty member working on the biology and psychopharmacology of mood
disorders and — or — anxiety disorders. Applications due October 14.

Program for Minority Research Training in Psychiatry (PMRTP) is
designed to encourage physicians, residents, and medical students from
underrepresented minority groups to pursue psychiatric research. Applica-
tion deadlines vary with level of trainee. Refer to Web site for additional
information.

PMRTP Summer Training Award for Medical Students supports train-
ing opportunities during an elective period of three to four months or as
a summer experience. Training takes place at a research-intensive depart-
ments of psychiatry.

APIRE/Janssen Resident Research Scholars are fellowships for PGY-1,
PGY 2, and PGY-3 trainees focusing on clinical and health services
research. Application deadline is January 15. W
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Announcements

APA Seeks Director

The American Psychiatric Association headquarters in Arlington,
VA, seeks a Director for the Department of Quality Improvement
and Psychiatric Services.

The director develops, implements, or oversees the Association’s
programs on quality care, substance abuse, and children’s affairs.
Quality care programs focus on clinical standards, practice guide-
lines, clinical performance measurement, and electronic health
records. The director supervises department staff; represents the
department’s activities with other organizations; and ensures staff
support for relevant components of the Association. Given ap-
propriate training and experience, the director’s activities may also
include collaboration with APIRE-supported Practice Research
Network (PRN) research projects on the application of practice
guidelines, quality indicators, and electronic health records in
routine clinical practice.

Applicants must have a M.D., Ph.D., or ML.S. with equivalent
experience. Qualifications required: seven years of management
experience, plus five years of experience in the mental health field,
or three years of experience in the medical performance measure-
ment field. Compensation is commensurate with education and
experience. For a complete position description, contact Human
Resources Department at APA, hrapps@psych.org. Expressions of
interest will be received in confidence.

2006 APA Annual Meeting Online

Online access is now available to many of the research presenta-
tions featured at the 2006 APA Annual Meeting in Toronto. For
the first time this year, lectures and symposia were recorded as
video or as audio/slide presentations. Sessions that are available in-
clude selected Industry Supported Symposia; Frontiers of Science
Lectures; presentations in the NIAAA Special Research Track

on Alcohol Use Disorders; the “Advances in....” series; lectures

by Glen Gabbard, Barbara Mason, Ti K Li, Aaron Beck, Markus
Heilig, James Comer, Mindy Fullilove; and, A Spanish Language
Update on the Assessment and Management of Depression.

Meeting attendees can access all content without charge using their
annual meeting badge number. APA members who did not attend
the meeting in Toronto can view select content without charge,
and can access all content for only $65 (non-members, $125). To
access the 2006 Online Meeting, www.psych.org/amlibrary, reg-
ister on the site, use your badge number, visit the free sessions, or
purchase the entire collection. Click on the view sessions icon and
a media player will be available to show the content.

Addiction Psychiatrist Faculty Position

The University Vermont, Department of Psychiatry, secks an Ad-
diction Psychiatrist for a full-time faculty position at the Assistant
or Associate Professor level. The psychiatrist will be responsible
for substance abuse education for medical students, residents, and
other clinical staff at the academic health center. He/she will also
serve as the Medical Director of the clinical outpatient substance
abuse programs in the Psychiatry Service.

The Center for Substance Abuse Research and Treatment at
UVM is nationally recognized for developing empirically-based
substance abuse treatment programs, and the successful applicant
will be encouraged to participate in ongoing NIH-funded research
and scholarly activities within the Department of Psychiatry. Ap-
plicants must have either completed or be enrolled in specialty
training or have extensive experience in Addiction Psychiatry.
Candidates for this position should send curriculum vitae and
contact information for three references to: Search Committee,
Stacey C. Sigmon, Ph.D., Chair; UVM Department of Psychiatry,
1 South Prospect St., Room 1415, Burlington, VT 05401; e-mail

Stacey.sigmon@uvm.edu. Applications will be accepted until this
position is filled.

NIMH: The Road Ahead
A new NIMH monograph issued in May 2006 speaks to the

NIMH emphasis on translating research into meaningful service
opportunities for “persons living with mental illness and their fami-
lies.” The publication is titled The Road Ahead: Research Part-
nerships to Transform Services, and is aimed at creating

strategic collaborations with stakeholders in order to “help make
the Institute’s research available to a broader audience in more...
tangible ways.” The Recommendations section of the report of-
fers proposals in three categories: Enhancing the Impact of Mental
Health Services Research; Capacity Building; and Knowledge
Exchange. The report can be accessed online at the NIMH site:
nimh.nih.gov/council/TheRoadAhead.pdf.

The State of Depression in America

The Depression and Bipolar Support Alliance (DBSA) has issued
its comprehensive report, “The State of Depression in America.”
The report, available in a 96-page monograph with accompanying
CD version, examines the economic, social and individual burdens
of this illness and explores opportunities to improve the availability
and quality of care while working toward recovery and better lives
for all Americans. The report is available from the DBSA office,
730 N Franklin, Ste 501, Chicago, IL 60610-9954; on the Web
site, DBSAlliance.org; or toll free, 1-800-826-3632. W
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