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The Brain & Behavior Research Foundation joins the faculty
and staff of the New York State Psychiatric Institute, the 
Department of Psychiatry, Columbia University Medical 
Center, and the NewYork-Presbyterian Hospital in mourning
the passing of our beloved friend, admired teacher and 
distinguished colleague Alexander H. Glassman, M.D. 
Dr. Glassman was a prolific researcher with broad vision.
He was a pioneer and recognized expert on the impact 
of psychiatric medication on the heart and the impact 
of depression on the development of heart disease.  

Studies of depression and antidepressant drugs conducted
by Dr. Glassman and his group have contributed to the 
established standard of care for depressed patients. His 
research showed that differences among patients in 
metabolizing the tricyclic antidepressants influenced 
clinical outcome, and that delusional unipolar depression
responded poorly to antidepressant drugs alone. His work
clarified the safety of selective serotonin reuptake inhibitor
antidepressant (SSRI) treatment following a heart attack,
and he has contributed to establishing the relationship 
between depression and cardiovascular mortality.

In a related area, Dr. Glassman demonstrated a strong 
association between major depression and cigarette 
smoking – a history of depression greatly reduces the
chances a smoker will stop smoking, and that when such
an individual does stop, it raises significant risk of serious
depression. This work led to the use of the antidepressant
bupropion for smoking cessation. 

Dr. Glassman received NARSAD Distinguished Investigator
Grants in 1990 and 2005 and was a member of the 
Brain & Behavior Research Foundation Scientific Council
since 2000.

As a member of the Columbia faculty for over 40 years, 
Dr. Glassman trained generations of psychiatrists and 
mentored young researchers, many of whom have gone 
on to leadership roles themselves. Also an extraordinary 
clinician, his extensive knowledge of psychiatric illness, 
professional integrity and exceptional devotion made 
him the most sought after consultant. His exacting 
attention to detail, his love of his work, along with his 
marvelous creativity endeared him to all of us. He cared
for his patients with warmth, wisdom and humanity. 
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Dear Friends,

This issue highlights the results of your invaluable
commitment to help fund and find solutions. As
we continue together in our Campaign for Pro-
ductive Lives, we see the path from discovery to
recovery is robust with brilliant researchers at
every stage of their careers. 

Our focus this issue is bipolar disorder, an illness
and its repercussions we know many of you live
with each day. We feature a few of our Investigators and families 
committed to improving the lives and options for all affected by bipolar.
We start with an in-depth interview with our Scientific Council Member
and revered bipolar researcher, Husseini K. Manji, M.D. His piercing 
intelligence offers great possibility for the field and his new approaches
to understanding and treating bipolar offer great hope for improved 
recovery rates. You will see that his latest work is involved in not just 
finding a “magic bullet,” as he says, in pill form, but actually using the
brain’s own inherent complex assets to help restore balance in the brain.

You will meet the Whalen family as they recover from bipolar, and hear
about the Ehrlich family’s Research Partnership and community activity
to support the Brain & Behavior Research Foundation. We are confident
their stories of resilience and action will inspire you too.

Also in this issue we present a few of the most recent Foundation-funded
research discoveries in the news, and introduce you to a brilliant Young 
Investigator who describes how her NARSAD Grant is enabling her to
make a real difference in the lives of those living with schizophrenia. It is
also very inspiring to present our 2011 NARSAD Distinguished Investi-
gator Grantees, and outline their cutting-edge research plans for the
coming year. 

Finally, I would like to note our vital Campaign for Productive Lives and
our ambitious agenda for this decade. We’re focusing on increasing the
size of grants given to our Young Investigators, and providing funding
for additional NARSAD Grantees across the board. As we are faced with
an unfortunate reduction in governmental support for research, we turn
to you to help us in our urgent need to accelerate and increase scientific
findings that will make a real difference in people’s lives. Every donation
intended for research will be 100 percent invested in NARSAD Grants. 

As you will discover in this issue, our funded researchers work collabora-
tively across disciplines in neuroscience and psychiatry to advance what
we know about our most complex organ – the brain. They are making 
discoveries and breakthroughs, forging new paths to recovery. We ask 
for your continued commitment to our mission: to alleviate the suffering 
of mental illness once and for all. We know that, together, this mission
is achievable.

With deep gratitude, 

Board of Directors
OFFICERS
Chairman
Stephen A. Lieber

President and CEO
Benita Shobe

Vice President
Suzanne Golden

Secretary
John B. Hollister

Treasurer
Arthur Radin, CPA

DIRECTORS
Anne E. Abramson
Mark H. Alcott, Esq.
Bonnie D. Hammerschlag
George B. Handran, Esq.
Ken Harrison
Milton Maltz
Marc R. Rappaport
Barbara K. Streicker
Robert S. Warshaw, Esq.

PRESIDENT EMERITA
Constance E. Lieber

DIRECTORS EMERITI
Hal B. Hollister
Patsy Hollister
Tamar Maltz
Jeanne P. Robertson
Shari Staglin

Quarterly

CREDITS: 
Writers: 
Judith N. Schwartz 
Peter Tarr, Ph.D.  

Editors:
Laura Wells, 
Vice President, 
Marketing and Communications

Dianne Ackerman
Associate Director,
Communications and Public Relations  

Layout/Design:
Lorraine Divone
Production and Art Director

On the Cover: 
Owen Whalen

The

www.bbrfoundation.org 1



The adult mammalian brain can
generate new cells, an ability crucial
to healthy brain functioning but one
that can be compromised by aging
or illness. In the June 24, 2011 issue
of the journal Cell, Brain & Behavior
Research Foundation Independent
Investigator Hongjun Song, Ph.D.,
and colleagues report discoveries
that are helping to explain how the
brain renews itself. 

Neurons are the all-important cells
of brain communication. They are
surrounded by glia, cells that pro-
vide support and protection. Adult
neurogenesis and gliogenesis – the
birth processes of neurons and of
glial cells – occur in different brain
regions. Stem cells are precursor
cells that have the capacity to 
replicate themselves and also to 
mature into different specialized 
cell types. But whether neurons 
and glial cells arise from different
types of progenitor cells or from 
a single type has been unclear until
the current study. 

Dr. Song is Professor of Neurology
and Director of the Stem Cell Biol-
ogy Program at the Institute for Cell 

Engineering at the Johns Hopkins
University School of Medicine. Using
mice as their model system, Song
and his team developed a genetic
strategy for tracing the life cycle of
precursor cells in the brain. What
they found was that any single stem
cell is capable of both replacing it-
self and of giving rise to both neu-
rons and glia. They also discovered
that a lone stem cell can generate
two new stem cells; that is, stem
cells don’t just maintain the numeri-
cal status quo, or deplete in num-
ber, they can amplify their number.

In discussing this last, unexpected
finding, Dr. Song observed: “If we
can somehow cash in on this newly
discovered property of stem cells 
in the brain, and find ways to in-
tervene so they divide more, then 
we might actually increase their
numbers instead of losing them
over time, which is what normally
happens, perhaps due to aging 
or diseases.”

In a needle-in-the-haystack approach,
the researchers circumvented the
problem of the enormous haystack
represented by the many cell types

in the mouse brain by using as 
their “needle” just one type of cell,
called a radial glia-like precursor, 
or RGL. They chose to follow the
fate of this particular cell based on
earlier research showing that RGLs
act in stem-cell fashion and give 
rise to neurons. Through genetic 
manipulation it was possible to
color-code the cells, and track all 
the new cells generated by each
original RGL. The labeled cells were 
followed for periods ranging up to a
year during which they continued 
to produce progeny.   

To explore how RGLs were acti-
vated, the scientists focused on 
the role of a regulatory gene called
PTEN (interestingly, an autism-
associated gene). Previously, it had
been thought that deleting PTEN 
increased stem-cell activation, but
the Song team showed that the 
increase is transient and the ulti-
mate effect of PTEN deletion is
stem-cell depletion. 

Dr. Song received a NARSAD Inde-
pendent Investigator Grant in 2008. 

Research Discoveries
in the News
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Understanding the Brain’s Capacity
to Regenerate

Research Discoveries in the News

Hongjun Song, Ph.D.



Many studies have shown that
schizophrenia is a highly heritable
disorder; that it is largely triggered
by inherited genetic mutations or
abnormal changes in the composi-
tion and function of genes. But 
genetic errors leading to disease 
can also occur in people sponta-
neously without those errors having
been inherited from parents. These
kinds of newly arising abnormal
genes are what scientists called 
de novo mutations. 

Now, an international team led by
Guy A. Rouleau, M.D., Ph.D., a 2010
NARSAD Distinguished Investigator
Grantee, has found that de novo
mutations are significantly more 
frequent in schizophrenia patients
than in the normal population and
also that they occur in schizophre-
nia at a rate significantly greater
than had been previously believed.
The discovery, published online in
the journal Nature Genetics on July
10, 2011 supports the notion that 
de novo mutations may account for
some of the heritability previously
reported for schizophrenia as well
as an expanded list of genes possibly
involved in disease pathogenesis.

Schizophrenia affects one percent
of the world’s population. “The oc-
currence of de novo mutations, as
observed in this study may in part
explain the high worldwide inci-
dence of schizophrenia,” states Dr.
Rouleau, a professor at the Univers-
ity of Montreal Hospital and director
of the CHU Sainte-Justine Research
Center. A leader in studies to iden-
tify the genes that cause or predis-
pose people to neurological and
psychiatric diseases, Dr. Rouleau re-
ceived a 2010 NARSAD Distinguish-
ed Investigator Grant from the Brain
& Behavior Research Foundation.

In addition to its ubiquity, schizo-
phrenia is characterized by a wide
spectrum of symptoms and clinical
variability, which suggests that it is 
a highly complex disorder genetical-
ly, with many genes appearing to 
be involved. Using advanced DNA
sequencing technology, Rouleau 
and his colleagues analyzed the 
genes of 14 schizophrenia patients
and of their parents, who did not
have the disease, to identify genetic
mutations associated with schizo-
phrenia; altogether, some 20,000
genes from each participant. 

Most of the genes the researchers
pinpointed had not been previously
linked to schizophrenia, findings that
open the door to new understand-
ing and to potential new therapeutic
targets. Says team member Simon
L. Girard, who performed key 
experiments in the study: “Because
the mutations are located in many
different genes, we can now start 
to establish genetic networks that
would define how these gene mu-
tations predispose to schizophrenia.” 

Finally, the identification of de novo
mutations in schizophrenia supports
a hypothesis proposed several years
ago by Dr. Rouleau that this type 
of mutation plays a role in several
diseases affecting brain develop-
ment, such as autism, schizophrenia
and mental retardation. 

“Our results not only open the door
to a better understanding of schizo-
phrenia, they also give us valuable
information about the molecular
mechanisms involved in human
brain development and function.”
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Toward Genetic Networks that Predispose
to Schizophrenia

Research Discoveries in the News

Guy A. Rouleau, M.D., Ph.D.
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You don’t have to be a neurosci-
entist to know that certain of our
mental faculties decline as we age.
Memory is one instance or, in many
people, the ability to concentrate.
A NARSAD Distinguished Investiga-
tor Grantee at Yale University and
her team have recently performed
experiments demonstrating that
age-related cognitive decline – as
this diminution of mental capacity 
is called – is likely reversible, at least
in part. Team leader Amy F. T. 
Arnsten, Ph.D., is a neurobiologist
who has devoted her career to
studying a part of the brain called
the prefrontal cortex, or PFC, the
most evolved brain area in primates,
including humans.

The PFC is the seat of what scientists
call working memory. When you try
to remember a phone number, or
recall where you left your keys, you
are relying on working memory, a
capacity that begins, often imper-
ceptibly, to erode in healthy middle-
aged individuals.

Dr. Arnsten’s team, as reported in
the journal Nature in July, 2011 has
made the first recordings of PFC
nerve-cell activity in living primates –
young, middle-aged, and elderly.

The animals were trained to perform
working memory tasks. Like people,
healthy primates begin to develop
deficits in PFC-based memory in
middle age, but unlike people, they
don’t suffer from age-related demen-
tias. So their brains are particularly
interesting to those like Dr. Arnsten
who want to study dysfunction in
the PFC that is not related to ill-
nesses such as Alzheimer’s.

The team’s most notable discovery
was that neurons in the PFC of young
animals were able to maintain a
high rate of firing while performing
working memory tasks. In contrast,
neurons in older animals showed
slower firing rates. Most interesting
of all, when the researchers adjust-
ed the neurochemical environment
around the PFC neurons in older
monkeys to match what is typical 
in young monkeys, the nerve cells
began to fire again at levels closer to
those seen in younger animals. 

According to Dr. Arnsten, the aging
PFC appears to accumulate excess
levels of a signaling molecule called
cyclic AMP, or cAMP, which slows
nerve-cell firing. Agents that either
inhibited cAMP or blocked the tiny
pores called ion channels that it 

affects enabled the scientists to re-
store function, including improved
performance in working memory
tasks. Dr. Arnsten’s colleagues at
Yale’s School of Medicine have ini-
tiated a clinical trial to see whether a
known compound called guanfacine
can improve working memory and
executive function in elderly people
who don’t have Alzheimer’s. 

But the work is full of other implica-
tions, says Dr. Arnsten, regarding brain
and behavior disorders in which PFC
function is impaired. People with
schizophrenia, for instance, often
have working memory deficits and
abnormally low activity in the pre-
frontal area. There is evidence sug-
gesting genetic changes linked with
the illness, such as mutations of
DISC1. Also, the persistent neuronal
firing that’s so important in working
memory occurs in a layer of the PFC
that is the focus of neuropathologi-
cal insults in schizophrenia.

“I think our highest-order cortical cir-
cuits have evolved to have different
neurochemical needs than much of
the rest of the brain,” Dr. Arnsten
suggests, “and therefore understand-
ing these needs promises to reveal
why they are so vulnerable.”�

Foundation Distinguished Investigator
Demonstrates Working Memory Can 
Be Restored in Elderly Primates

Research Discoveries in the News

Amy F. T. Arnsten, Ph.D.
Research Partner 

with the Essel Foundation
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Interview

Brain & Behavior Research Founda-
tion Scientific Council Member, Dr.
Husseini Manji, is one of the lead-
ing contemporary explorers of the
brain – that remarkable 3-pound
organ which he reminds us is “the
very basis of human society and 
civilization” – so complex and capa-
ble, yet so delicate and vulnerable. 

What he calls the “exquisite inner
balances” that enable our brains 
to work efficiently are in various
ways disturbed in brain and behav-
ior disorders. But, he stresses, “our
research is showing us something
that fills us with hope. We now
have reason to believe that we 
can use the brain’s own biological
assets – its inherent plasticity – to
help restore that balance in a 
number of disorders.” 

“For complex brain illnesses,” he
states, “it will not be a question of

finding the magic bullet that will
make life fine. It is important to
‘think beyond the pill.’ It’s going 
to take what I call a holistic solu-
tion.” He explains, “Some of that
may involve drug-device combina-
tions; some of the future treatments
will be neurotrophic – that is, they 
will help nerve cells restore their
health or allow them to grow and
communicate better. But you can't
think of that like ‘brain fertilizer’
that you can sprinkle over the brain
and hope for the best.” Dr. Manji
insists that it’s necessary to “activate
specific circuits upon which the
brain’s self-nurturing and self-re-
pairing capacities can act.”

A former NARSAD Independent In-
vestigator Grantee and winner of the
Foundation’s Outstanding Achieve-
ment Prize in Mood Disorder Re-
search in 1999, Dr. Manji now helps
select the most promising ideas for
NARSAD Grants in his role on the
Scientific Council. “The funding of
innovative ideas helps generate
data to demonstrate merit, which
can then lead to much more signif-
icant NIH funding. There’s a large
multiplier effect,” which starts by
choosing “the most promising
ideas” in psychiatric research. 

Dr. Manji for much of his career con-
ducted cutting-edge research at the
National Institute of Mental Health
(NIMH) as chief of their Mood and

New Approach Leads 
Toward More Effective Bipolar Treatments

with Husseini K. Manji, M.D.
Scientific Council Member
Global Therapeutic Area Head, Neuroscience
Johnson and Johnson Pharmaceutical Research
and Development
Visiting Professor, Duke University

Revered researcher speaks about harnessing the brain’s own
biological assets to treat bipolar and mood disorders

Interview with a Researcher

“We now have reason to believe we can use the brain’s
own biological assets – its inherent plasticity – to help 
restore… its exquisite inner balances.”
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Anxiety Disorders Program, where
he was responsible for coordinating
the work of 450 researchers in 18
groups. He has published hundreds
of scientific articles on a remarkable
diversity of subjects, mostly pertain-
ing to causes and treatments for
mood disorders, specifically major
depressive disorder (MDD) and bi-
polar disorder. He is now the Global
Therapeutic Area Head for Neuro-
science at Johnson & Johnson.

What do we know today about
bipolar disorder – which Dr. Manji
has written about more than any
other topic – that we did not know
as recently as 10 years ago? “Some-
thing we began thinking about a
decade ago now seems absolutely
convincing,” he reports. “Bipolar dis-
order, we now believe, isn’t a dis-
ease of too much or too little sero-
tonin or dopamine. It is not about
the ‘chemical soup’ of neurotrans-
mitters in the brain, but about
synaptic and neural plasticity.”

Plasticity is the attribute that en-
ables the billions of nerve cells in the
brain to change and adapt on a 
millisecond-by-millisecond basis in
response to the many inputs that
are continually being pro-cessed.
“What we’ve learned in the last 10
years is that whether we’re talking
about memory or mood or move-
ment, all advanced brain functions
involve changes in the ability to con-
vey information between synapses
in different circuits.”

And this ability, he says, is the crux
of the problem in mood disorders.

“Rather than too much of this neuro-
chemical or too little of that one, we
now think of the problem as being
in the machinery of signal transmis-
sion.” Not only is this machinery en-
gaged in information processing,”
says Dr. Manji, “the same machinery
seems also to be involved in helping
nerve cells survive and grow.”

While there is atrophy or shrinkage
of neurons in certain brain areas in
individuals with mood disorders, 
the neurons are not dead. Neurons
normally have a profusion of tree-
like branches, and they communi-
cate with one another by forming 
a multitude of synapses between
these branches. Synapses are tiny
gaps across which the neuron that
is sending information transmits 
signals to the neuron that is receiv-
ing it. “If that branch shrivels up, 
you lose synaptic contacts,” Dr.
Manji observes. “And how can you
expect to have communication
when that happens?”

Dr. Manji and others helped demon-
strate in the 1990s that the drug
lithium, which is the oldest and
most successful mood-stabilizer for
bipolar disorder, has “neuroprotec-
tive” effects. The discovery that it
boosts levels of proteins that help
neurons maintain their function and
other proteins that help neurons
and their tree-like branches grow
seems to explain the fact that
lithium is effective over long periods
of time. It doesn’t, in other words,
simply address a short-term prob-
lem but contributes to the long-
term maintenance of the machinery
within nerve cells that enables 
signals to pass properly from one
cell to the next.

Not only did the discovery of
lithium’s neuroprotective qualities
help explain resilience, it also pro-
vided plausible answers to another
mystery. “The plasticity that the drug
revealed also helped us theorize

why it might take several weeks for
SSRI antidepressant drugs to take
effect,” says Dr. Manji. People with
bipolar disorder provided vivid proof
that depression can rapidly cease.
“If a bipolar patient is sleep-depriv-
ed, for example, they can go from
depression to mania literally over-
night. Other patients spontaneously
flip from one polarity of mood to
the other. This suggests that maybe
our antidepressant drugs don’t work
rapidly because they are going after
the wrong target!”

The antidepressants, in other words,
address the balance of neurotrans-
mitters, while the real antidepres-
sant action might come from
modifying synaptic plasticity. This
was an interesting hypothesis, but
the idea generated greater excite-
ment when ketamine, an agent
long used as an anesthetic, was
given to people with severe depres-
sion.  In many cases, the depression
melted away in a few hours. 

Understanding how this might be
possible has shed further light on
how better to control the symptoms
of bipolar disorder and MDD. “One
of the major mechanisms by which
neurons bring about plasticity is that
they move things called AMPA and
NMDA receptors into and out of
certain synapses,” says Dr. Manji.
“This has the effect of making the
connection between nerve cells
stronger or weaker.” 

“Research suggests that you want
to increase the AMPA type or reduce
the NMDA type of receptors in spe-
cific synapses to treat MDD. It hap-
pens that ketamine blocks NMDA
receptors.” Once this was demon-
strated, Dr. Manji and others con-
ducted trials in which ketamine was
given to severely depressed patients
who had failed other forms of treat-
ment, including antidepressants and
electroconvulsive therapy (ECT). “It
was remarkable—people who had

Interview with a Researcher

“Bipolar disorder, we now 
believe, isn’t a disease of
too much or too little sero-
tonin or dopamine. We now
think of the problem as
being in the machinery of
signal transmission.”



failed six different drugs and also
ECT and had been continuously de-
pressed for 3 years started to re-
spond within two hours. Within 24
hours, 70% had responded to the
ketamine.”

Ketamine is a controversial treat-
ment not currently approved by the
FDA, in part because of its potential
side effects, which can include 
hallucinations and dissociation (feel-
ing “unreal” for brief periods). But
as a research tool, it has raised
hopes. According to Dr. Manji, a
single infusion of low-dose keta-
mine (much lower than used in
anesthesia), given over 40 minutes,
continues to show therapeutic anti-
depressant effects a week and
sometimes two weeks later, long
after the drug has left the body. In
small studies, it has also proved sur-
prisingly effective as an agent to re-
duce suicidal thinking. As with all
experimental treatments, more work
is needed to validate its use in non-
research settings.

Dr. Manji and others now look for
other ways of doing what ketamine
does; agents that “will enable us to

fine-tune the balance between the
AMPA and NMDA receptors.” He
notes that pioneering treatments 
by his colleagues on the Scientific
Council, Dr. Helen Mayberg, and
separately, Dr. Fritz Henn, have also
suggested that there may be ways
to “switch” severe depression “off”
in very short order. Drs. Mayberg
and Henn have used precisely tar-
geted electrical stimulation deliv-
ered via surgically implanted probes
to rapidly reverse refractory depres-
sion in a limited number of clinical
trial patients. Dr. Manji notes that
Area 25, which Dr. Mayberg and
colleagues have pinpointed, hap-
pens to be a brain region rich in
NMDA receptors. 

The research goes forward. Piecing
together new knowledge gained
over the last decade, Dr. Manji 
offers this metaphoric account of
what goes wrong in bipolar dis-
order. “We think that in bipolar dis-
order, one of the problems is that 
a very finely-tuned system, almost
like a thermostat, is faulty. When a 
person with MDD is coming out of
a depressive episode, the cellular
thermostat should and does prevent

mood from ‘overshooting’ in the
other direction. But in bipolar dis-
order, the thermostat inside the
nerve cell is sluggish, it is not well-
tuned, and so when you come out
of your depression, you overshoot
over to the manic side of the 
mood continuum.” 

Scientists don’t yet have enough
factual data to prove this hypo-
thesis, but Dr. Manji is adamant
about the importance of it not
being overwhelming. Rather than
thinking of fixing all dysfunctions
with new pills, Dr. Manji suggests
we keep our focus on moving to-
ward the notion of harnessing the
brain’s own capacities for plasticity
and restoration: “Not, ‘let’s block
this receptor,’ but ‘could we use 
this capacity that nerve cells already
have – could we activate it in a 
person with bipolar disorder in
whom the program has been shut
down or is somehow broken?’” 
He concludes, “We don’t need to 
know everything about the brain 
to arrive at better treatments. I 
believe our recently gained knowl-
edge is moving us close to some 
important improvements.”
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“We don’t need to know everything about the brain to arrive at better treatments.
I believe our recently gained knowledge is moving us close to some important 
improvements.”

�



The depressive symptoms associated with both disorders can
make diagnosis a challenge. Major depressive disorder (MDD)
is sometimes called unipolar depression – its characteristic
mood points in only one direction, “down.” In contrast, bipo-
lar disorder points toward both affective “poles,” both down
and up, in cycles whose length and intensity vary from person
to person. 

The down phase of bipolar disorder (BPD) is major depression,
with all of the seriousness experienced in MDD. But in BPD it
alternates with a manic “up” mood. “These manic episodes
are not pleasant,” explains Dr. Manji. “We’re talking about
being excessively revved up, not sleeping, thoughts going a
mile a minute. You lose contact with reality—judgment goes
out the window. You do reckless things.” 

In one variant of bipolar disorder called Bipolar II, the mania is called hypomania, and it’s notably
milder. For that reason, Bipolar II is often assumed – incorrectly – to be less dangerous. “You are a 
little more energetic than normal, your thoughts are going a little bit faster; you seem more creative;
you’re the life of the party.” But this makes it easy to downplay the situation, or miss a diagnosis. 
In fact, people with Bipolar II disorder often spend more time depressed than people with Bipolar I. 

To be clear: people with Bipolar I and II differ in the intensity of the manic phase, but both suffer from
terrible depressions that increase the potential for suicide. Both disorders are also highly recurrent,
“another big problem, because there is a temptation to treat what is right in front of you,” says Dr.
Manji, “regardless of whether it’s the up or down phase. But people with bipolar disorder must be
treated for both the depressive and manic phases, and ideally in ways that prevent the emergence 
of either manic or depressive episodes.”

A person with undiagnosed bipolar disorder can be misdiagnosed as “only” having depression if seen
by a doctor during a “down” phase. The problem is that some patients are indeed only depressed –
they have MDD, but not bipolar disorder. How can someone going through his or her first major 
depressive episode know? This is a challenge for the diagnosing physician, because there is a natural
temptation to prescribe an antidepressant drug to control the depression. But, Dr. Manji notes, anti-
depressants can actually trigger hypomania/mania in people who have bipolar disorder and are not
“just” depressed. So the question becomes: who is depressed, and who is depressed but also manic?

In fact, a doctor has no way of knowing for certain when treating a young patient for a first depres-
sive episode and no prior history of mania. The doctor will take a very careful history, hoping to identify
any previous episodes of mania or depression, which may have been missed. However, no biological
test yet exists for diagnosing any mood disorder; thus, “when the index of suspicion for bipolarity is
high,” Dr. Manji says, “the usual course of action is to give the first-time patient a mood-stabilizing
drug, such as lithium, rather than, say, only an antidepressant like Prozac.”
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Interview with a Researcher

�

The Diagnostic Challenge:
Is it Depression or Bipolar Disorder?



HAVE A QUESTION? You can e-mail asktheresearcher@bbrfoundation.org with questions for
Dr. Husseini Manji. Select questions and answers will be published in the next issue of The Quarterly.

This column gives you an opportunity to ask questions of the researcher profiled in “Interview with a Researcher” and gives
us the opportunity to bring our mission to life. 

Please note that this column is intended to provide answers to questions related to scientific research and discoveries leading
to better treatment of a broad range of mental illnesses. The researcher cannot give specific recommendations or advice 
about treatment; diagnosis and treatment are complex and highly individualized processes that require comprehensive 
face-to-face assessment. This Q&A forum is not meant to serve as a substitute for that, but rather to share insights.      

I have a video on nutrition, and the claim is that
they now believe schizophrenia is caused from a
vitamin D3 deficiency. What are your thoughts on
this, and is there much research being done on
food chemistry and its effects on the brain?
There are several studies which have suggested some
link between both high and low levels of vitamin D and
schizophrenia (See Arch Gen Psychiatry. 2010 Sep;67(9):
889-94. Neonatal vitamin D status and risk of schizo-
phrenia: a population-based case-control study), although
definitive studies are unavailable. Certainly, if there is a
vitamin D deficiency it should be corrected, and your
family physician or endocrinologist would be able to 
determine if intervention is needed.

I read your interview in the Spring 2011 Quarterly
on schizophrenia and your discussion of optoge-
netics. Could optogenetics be beneficial for treat-
ing Borderline Personality Disorder?
Optogenetics (an experimental method involving the
use of light beams to make neurons fire one at a time)
and related technologies will give us clues as to the
brain circuits which are involved in a variety of brain and
behavior disorders. Most researchers see optogenetics
as a research rather than therapeutic tool�at least with
today’s technologies. Our hope is that a better under-
standing of the circuitry will provide us with rational 
approaches for pharmacologically-based treatments
(e.g. better drug treatments).

How do you think
having a personal
connection to the
illnesses you research impacts your daily work?
I’m reminded on a daily basis how far we’ve come and
yet how far we need to go to effectively treat schizo-
phrenia and related disorders. I feel daily tremendous
gratitude for the newer medications and have seen first-
hand how miraculous the recoveries can be. On the other
hand, I’m also a witness to the devastation effected by
negative symptoms and cognitive deficits for which we
have nothing, yet, of lasting benefit. I remain hopeful
that technologies my lab and others have developed will
point the way towards more comprehensive treatment
strategies for schizophrenia and similar disorders. 

Sometimes it is very frustrating how long it seems
to take to develop a specific new treatment that
really helps. I know there is still a lot to learn
about the brain and these illnesses, but how long
will it take to get real, new improvements in 
treatment for illnesses like schizophrenia?
There are several novel medications in both early- and
later-stage clinical development which hold out hope
for new treatment options as well as many in earlier
stages of the pipeline. If only one of these proved ef-
fective (for example Gly-T I inhibitors currently in Phase
III trials), we could expect new options within a couple
of years. The early stage medications, coming mainly
from pharmaceutical companies, are at least 5 years
away. A new pan-NIH-initiative to accelerate drug 
discovery via academic labs could yield fruit, with a 
fair amount of luck, within the 5-year timeline.

Answers to Ask the Researcher

from Bryan L. Roth, M.D., Ph.D.
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Ask the Researcher

Scientific Council Member
Michael Hooker Distinguished Professor
University of North Carolina Chapel Hill Medical School

Ask the
Researcher
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FAQs

What is Bipolar Disorder?

Bipolar disorder, formerly known as manic-depressive
illness, is a brain and behavior disorder characterized 
by severe shifts in a person's mood and energy, 
making it difficult for the person to function. More
than 5.7 million American adults or 2.6 percent of 
the population age 18 or older in any given year 
have bipolar disorder. The condition typically starts 
in late adolescence or early adulthood, although it 
can show up in children and in older adults. People
often live with the disorder without having it 
properly diagnosed and treated. 

Q
A

Q
A

?
Frequently Asked

Questions
on Bipolar Disorder

What are the symptoms?

Bipolar disorder causes repeated mood swings, or episodes, that can make someone feel very high
(mania) or very low (depressive). The cyclic episodes are punctuated by normal moods. 

Mania Episode Signs and Symptoms:
• Increased energy, activity, restlessness
• Euphoric mood
• Extreme irritability
• Poor concentration
• Racing thoughts, fast talking, 

jumping between ideas
• Sleeplessness
• Heightened sense of self-importance
• Spending sprees
• Increased sexual behavior
• Abuse of drugs, such as cocaine, 

alcohol and sleeping medications
• Provocative, intrusive or aggressive behavior
• Denial that anything is wrong

Depressive Episode Signs:
• Sad, anxious or empty-feeling mood
• Feelings of hopelessness and pessimism
• Feelings of guilt, worthlessness 

and helplessness
• Loss of interest or pleasure in activities 

once enjoyed, including sex
• Decreased energy, fatigue
• Difficulty concentrating, remembering 

or making decisions
• Restlessness and irritability
• Sleeplessness or sleeping too much
• Change in appetite, unintended weight 

loss or gain
• Bodily symptoms not caused by physical 

illness or injury
• Thoughts of death or suicide
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FAQs

How is bipolar disorder diagnosed?

Bipolar disorder cannot yet be diagnosed physio-
logically by blood tests or brain scans. Currently,
diagnosis is based on symptoms, course of ill-
ness, and family history. Clinicians rule out other
medical conditions, such as a brain tumor, stroke
or other neuropsychiatric illnesses that may also
cause mood disturbance. The different types of
bipolar disorder are diagnosed based on the 
pattern and severity of manic and depressive
episodes. Doctors usually diagnose brain and 
behavior disorders using guidelines from the 
Diagnostic and Statistical Manual of Mental 
Disorders, or DSM. According to the DSM, 
there are four basic types of bipolar disorder:

Bipolar I Disorder is mainly defined by manic 
or mixed episodes that last at least seven days,
or by manic symptoms that are so severe that
the person needs immediate hospital care. 
Usually, the person also has depressive episodes,
typically lasting at least two weeks. The symp-
toms of mania or depression must be a major
change from the person’s normal behavior. 
Bipolar II Disorder is defined by a pattern of 
depressive episodes shifting back and forth 
with hypomanic episodes, but no full-blown
manic or mixed episodes. 

Bipolar Disorder Not Otherwise Specified
(BP-NOS) is diagnosed when a person has
symptoms of the illness that do not meet 
diagnostic criteria for either bipolar I or II. 
The symptoms may not last long enough, 
or the person may have too few symptoms, 
to be diagnosed with bipolar I or II. However, 
the symptoms are clearly out of the person's
normal range of behavior. 

Cyclothymic Disorder, or Cyclothymia, is 
a mild form of bipolar disorder. People who 
have cyclothymia have episodes of hypomania
that shift back and forth with mild depression
for at least two years. However, the symptoms
do not meet the diagnostic requirements for 
any other type of bipolar disorder.

Some people may be diagnosed with rapid-
cycling bipolar disorder. This is when a 
person has four or more episodes of major 
depression, mania, hypomania, or mixed 
symptoms within a year. 

How is bipolar disorder treated?

While no cure exists for bipolar disorder, 
it is treatable and manageable with 
psychotherapy and medications. Mood
stabilizing medications are usually the first
choice in medication. Lithium is the most
commonly prescribed mood stabilizer. 
Anticonvulsant medications are usually
used to treat seizure disorders, and 
sometimes offer similar mood-stabilizing
effects as antipsychotics and antidepres-
sants. Bipolar disorder is much better 
controlled when treatment is continuous.
Mood changes can occur even when
someone is being treated and should be 
reported immediately to a physician; 
full-blown episodes may be averted by 
adjusting the treatment. 

In addition to medication, psychotherapy
provides support, guidance and education
to people with bipolar disorder and their
families. Psychotherapeutic interventions
increase mood stability, decrease hospital-
izations and improve overall functioning.
Common techniques include cognitive 
behavioral therapy, psychoeducation, 
and family therapy. 

What is the difference between 
depression and bipolar illness?

The main difference between bipolar 
disorder and major clinical depression 
is the presence of manic episodes. 
This is why depression alone is not 
enough to diagnose an individual 
with bipolar. However, one manic 
episode (meeting DMS-IV criteria) is 
sufficient to make a bipolar diagnosis.

Q
A

Q
A

Q
A

Source: 
National Institute of Mental Health (NIMH) 



The Answer is Research
The Research Partnership between the Rossi’s and the Brain & Behavior Research
Foundation is helping change the course of mental illness by funding science 
that will lead to a better understanding of these illnesses leading to improved
treatments, therapies, and cures.

Become a Research Partner
• Select a scientist in your area of interest, an institution or geographic area
• Develop a personal relationship with your scientist and learn more about 

their work through personal meetings and conversations
• Receive progress reports that outline their research findings
• Your support will be recognized in published work resulting from the research.

For information on becoming a Research Partner or to support research 
in other ways, please call 1.800.829.8289 or 516.829.0091, or visit our

website at www.bbrfoundation.org

between

Donors and

Researchers

A Personal Connection

The Power of Partnership

Linda and Mario Rossi support the research
of Philip Szeszko, Ph.D.,

a NARSAD 2009 Independent Investigator

“The brain is such a complex thing - research is everything. 
No answers can come unless research is being done.”  – Linda and Mario Rossi
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I Thought 
Maybe 

This Was Normal
A family’s struggle with bipolar disorder 

highlights the importance of diagnosis and early intervention 

his fall, 18-year-old Owen Whalen will enter the freshman
class at Rochester Institute of Technology (RIT) in his home
town of Rochester, New York. An outstanding student, 
he’s been awarded a tuition grant by the school, which 
he’ll supplement with earnings from summer jobs. With 
aptitude in art and math and a love of science fiction and
fantasy thrillers, he plans to major in video game design.

It’s an exciting time for Owen, but he can remember a time
when such a future – or any future – would have seemed impossi-
ble, a time when, in despair, he decided to end his life. He wound
up in a hospital psychiatric ward. He was 11 years old.
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Owen has bipolar disorder. He’s been in remission for
a few years now, but getting there has been a tough
slog, and considering the grim suicide statistics for
people with his illness, the outcome could have been
very different. Owen’s not-so-secret weapon has been
the unwavering determination of his mother, Alison,
to understand what was happening to her son and to
find the resources to help him. Says Owen: “I doubt
I’d be here today without her.” 

Determination was needed from the start even to 
put a name to Owen’s troubles. For a long time, 
conventional wisdom held that children didn’t experi-
ence mental illness. A large body of research has 
overturned that notion, but as recently as the period
when Owen was showing symptoms, the diagnosis 
of childhood bipolar disorder was being disputed. 
A few psychiatrists reject it to this day, which makes
Alison Whalen “very, very angry.” 

At present there are no biological markers for diag-
nosing bipolar disorder, a lack many researchers are
working to remedy. The Brain & Behavior Research
Foundation is funding many studies in this area. Bipo-
lar disorder, also called manic depression, is character-
ized by cycles of depression and mania. Because the
first episode is usually depression, it has frequently

been treated with antidepressant medication. If given
without mood stabilizers, antidepressants can cata-
pult a bipolar patient into full-blown mania, as hap-
pened to Owen. In the hospital he was given two
antidepressants and sent home with a third. 

“He came home on a Tuesday,” Alison recalls, “and by
Saturday he’d had 11 cycles. We were frantic.”

Owen himself began feeling that “something wasn’t
right” when he was around seven. “I went through a
lot of depression,” he says. “It was very painful, but I
guess because I was so young I thought maybe this
was normal.”

A sensitive child, he became a target for school bullies.
Alison remembers worrying about kids picking on
him: “Things would get better for a while and I’d
think, well, I’ve never been a boy. Maybe this is the
way it rolls,” a sentiment reinforced by her husband,
Louis, who insisted his son just needed to “suck it 
up.” Meanwhile, she says, “Owen’s academics were
great. And isn’t that what all parents want, kids 
who get As?” But by fifth grade, the bullying had 
escalated to the point where Owen was running
away from school, and his behavior at home was 
becoming alarming.

Owen’s not-so-secret weapon has been the unwavering determination of his mother,
Alison: “I doubt I’d be here today without her.”  Determination was needed from the
start even to put a name to Owen’s troubles.

Owen and his unwavering mom, Alison Owen with the newest member of the family, Hazel
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“First,” Alison says, “he chopped off all his hair. Then
he started destroying his favorite things. He took his
beautiful artwork, the pictures he’d been most proud
of, and cut them into tiny pieces – and handed the
pieces to me. All I could think was, this poor little 
person doesn’t have the words to express what he’s
feeling, but what he’s saying is ‘help me.’” 

For Alison it was a call to arms. Even before the suicide
threat that sent Owen to the hospital, she had begun
to educate herself about mental illness and to recruit
what she calls her “dream team.” First she enlisted a
psychologist, trained in behavioral therapy, whom
Owen initially resisted but now credits with the lion’s
share of his recovery. Finding him right off the bat 

was beginner’s luck, as Alison soon learned. Always a
voracious reader, she started poring over kinds of
books she had never read before. She scoured the 
Internet. She grappled with the arcane language 
of scientific papers. “In the beginning,” she says, “it
would take me three days to get through one paper.” 

Her reading convinced Alison that Owen had bipolar
disorder. “There were 15 criteria listed, and he had 
12 of them.” But the doctors who treated Owen in
the hospital disagreed because there was no family 
history. (Bipolar disorder is highly heritable, but not 
invariably so.) In frustration, Alison begged them 
to “forget the label and just put this kid on the 
right medication.” 

Through her explorations Alison discovered the Brain
& Behavior Research Foundation. “Its publications,”
she says, “provided information in a form more easily
available for someone like me.” Seeing the urgent
need for more scientific research, she became a 
Foundation supporter. Last Christmas, as she regular-
ly does, she sent a donation dedicated to Owen.  

Owen’s suicidal ideation lasted a long time. His de-
pressive cycles were severe, and he had psychotic
symptoms, which happens often with bipolar dis-
order. In one of his hallucinations, a man all in white
and wearing a turban came to his window at night
promising to tell him the secret to life. But then the
man’s clothes darkened, his eyes turned menacing
and he started shadowing Owen at school. 

The Whalen Family – l-r: Dad, Louis; sister, Fiona; Owen and mom, Alison Owen at high school graduation 

Always a voracious reader, Alison
started poring over kinds of books
she had never read before. “In the
beginning,” she says, “it would take
me three days to get through one
paper.” Through her explorations, 
Alison discovered the Brain & 
Behavior Research Foundation. “Its
publications,” she says, “provided 
information in a form more easily
available for someone like me.” 
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After Owen was released from the hospital, the fam-
ily began the search for a psychiatrist. “The first one
we went to,” Alison says, “explained that there are
two kinds of kids in middle school, those who are 
athletic and popular and those who are weak and
can’t handle the cruelty of this age range – and that’s
Owen’s problem.” Alison was furious at a response
she thought glib and dismissive.

“I wanted someone who’d be as passionate as I was
about helping this child get better. I guess I have this
stubborn streak. I refused to accept when others told
me how things were going to turn out. I thought to
myself, I’m going to decide how this turns out!” 

Finally, the correct diagnosis came from child psy-
chiatrist and researcher specializing in bipolar dis-
order, Barbara Gracious, a 2000 NARSAD Young 
Investigator at the University of Rochester. After care-
ful examination, Gracious agreed that Owen had
bipolar disorder. “And instead of being sad,” Alison,
says, “I was relieved. No more antidepressants.” 

The gold standard for bipolar disorder is the drug
lithium – if it works. It didn’t work for Owen. It took
14 or more different medications and combinations
before the right formula was found. Alison recalls one
personal “bright spot” from that difficult period.
“When Dr. Gracious saw my eagerness to educate
myself, she gave me little projects. She said to Owen,
‘I think your mom has a bit of researcher blood.’” 

After Dr. Gracious left Rochester, Lindsay Schenkel,
Ph.D., from the RIT faculty, joined Owen’s team. 
Owen appears with Dr. Schenkel’s other patients in a
video on pediatric bipolar disorder, “The True Child
Within,” that can be seen on the Internet. 

The stigma attached to mental illness, while less wide-
spread than it used to be, still surfaces – especially
when a child is involved, and more so if the child is
one’s own. Exasperated when her husband at first 
resisted Owen’s diagnosis, Alison challenged him, 
saying, “if Owen had diabetes or cancer, would you
be saying ‘not my child?’” When Owen crashed,
Owen’s 13-year-old sister Fiona reacted to the family
crisis with raging adolescent defiance, but the two 
are now very close. 

“It was around two years in,” Alison recalls, “when
the doctors started using the word ‘stable’. The fol-
lowing spring, when Owen was 14, they were talking
about remission,” and Alison began to see again “the
boy I knew. I had my child back.” Owen is now down
to one medication, the antipsychotic Seroquil XR
(generic name quetiapine), on the lowest dose. There
are side effects – he tires easily and wonders if he’s
“duller on the meds.” And he worries that a relapse
could dim his bright future. 

Now active as an advocate and educator for bipolar
families, Alison tells parents in the groups she con-
ducts about the work of the Brain & Behavior Re-
search Foundation. “I tell them, if you want to make
a difference, that’s where you should put your
money.” The Whalens know that for people like
Owen, the best hope lies in scientists finding means
for early  intervention. �

Alison tells other parents about the Brain
& Behavior Research Foundation: “If you
want to make a difference, that’s where
you should put your money.”

Learn more about bipolar disorder
and the studies being conducted
by Brain & Behavior Research
Foundation Investigators: 

visit us at 
www.bbrfoundation.org
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Distinguished Investigator Grants

ARSAD Distinguished Investigator Grants are
awarded to scientists with a record of extraordi-
nary research accomplishments. NARSAD Grants

support the most innovative ideas in diverse areas 
of neurobiological research. These research projects
might provide new approaches to understanding or
treating severe mental illness. If successful, the Grants
could result in later funding from other sources. The
rigorous and competitive process of identifying the
most promising ideas to fund each year is led by a 
Selection Committee of the Foundation’s prestigious
Scientific Council. Dr. Barchas chairs the committee.

A listing of this year’s grant recipients and their stud-
ies follows.

Announcing NARSAD
Distinguished Investigator
Grant Recipients

in 2011

Jack D. Barchas, M.D.
Founding Scientific Council Member, 

Brain & Behavior Research Foundation
Chair and Barklie McKee Henry Professor 

of Psychiatry
Weill Cornell Medical College
Psychiatrist-in-Chief, Weill Cornell Medical Center
NewYork-Presbyterian Hospital 

and Payne Whitney Clinic 

179
Applicants

15 $1.5M
Grantees Funded

“NARSAD Grants are among the most com-
petitive in biomedical research because of the
great ability and career success of the appli-
cants. The Grants are helpful in funding in-
novative research, and receiving a NARSAD
Distinguished Investigator Grant constitutes 
a great honor for the recipient.”

Jack D. Barchas, M.D.

N
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Dorret I. Boomsma, Ph.D.,
VU Medisch Centrum Vrije 
Universiteit Amsterdam,
is researching the genetic underpin-
ning of mental illness. She will study
whether twin data correctly estimates

inheritability of brain and behavior disorders through
an arduous process of matching data from 60,000
twin-families in The Netherlands Twin Register, which
she established over 20 years ago, to a national data-
base of pathology reports in The Netherlands. 

William F. Byerley, M.D.,
University of California, 
San Francisco,
and his team plan to study the genetic
aspects of specific families which have
multiple cases of schizophrenia from

an isolated population in Micronesia, about 500 miles
east of the Philippines, in the quest to identify common
and rare genetic variants linked to schizophrenia. 

Bruce M. Cohen, M.D., Ph.D.,
Harvard University,
in collaboration with the Broad Insti-
tute of Harvard and MIT, will examine
disease-related abnormalities in brain
cells to understand their links to mood

and psychotic disorders. Since these processes cannot
be easily studied in the living brain, Dr. Cohen and
team will use recent technological developments to
‘induce’ stem cells from fibroblasts of hundreds of 
patients and control subjects. The work is expected 
to yield crucial new discoveries.

Michael S. Fanselow, Ph.D., 
University of California, Los Angeles,
plans to further his work in unraveling
the neuronal mechanisms underlying
Post-Traumatic Stress Disorder (PTSD).
He will use cutting-edge neural imag-

ing techniques to discover the footprint of neuronal
circuitry that is activated by PTSD-engendered fear
memories which cannot be extinguished, versus those
which can adapt to fear responses. 

Suzanne N. Haber, Ph.D.,
University of Rochester, 
will conduct a complex and intensive
study with animal models in an attempt
to shed light on the developmental

process of white matter in prefrontal cortical areas of
the brain. Much is known about the importance of
neural circuits involving the prefrontal cortex to a 
variety of severe mental illnesses, but little is known
about the development of white matter tracts. Highly
sophisticated technology will be used, including ren-
dering materials into 3-D images.  

Ralph E. Hoffman, M.D.,
Yale University, 
will study some of the most perplex-
ing, and least understood, aspects of
schizophrenia, such as difficulties with
narrative language and delusions. The

research plan includes fMRI scanning using patients
with schizophrenia and normal controls, and could re-
sult in new approaches to diagnosis and treatment.

Josh Z. Huang, Ph.D.,
Cold Spring Harbor Laboratory,
seeks to discover how the genetic alt-
erations associated with behavioral
symptoms of schizophrenia disturb
the development and function of

neural circuits. Using a genetically engineered mouse
strain, Dr. Huang and colleagues will study a type 
of cells, termed chandelier cells, which are key to in-
hibitory circuits in the brain frontal areas, and are 
present in mice and humans.  

Lily Y. Jan, Ph.D., 
University of California, 
San Francisco,
is studying the role mother-infant com-
munication may play in the dysfunc-
tional development of social inter-

action and communication in major mental illnesses.
In a creative new approach, she will use highly soph-
isticated technology in animal models that will also 

Distinguished Investigator Grants

“The NARSAD Grant has enabled me to launch 
a new research direction examining brain mech-
anisms causing schizophrenia, and will allow us,
for the first time, to test this hypothesis directly
in the brain using functional MRI. This is a very 
exciting prospect because the hypothesis pro-
vides a detailed roadmap of how schizophrenia
might develop during late adolescence and early
adulthood, and, if confirmed, would suggest
new approaches to treatment.”

Ralph E. Hoffman, M.D., Yale University 
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investigate behavioral and gene expression changes
induced by drug treatment. 

Stephen R. Marder, M.D.,
University of California, Los Angeles,
Research Partner with Hoffmann Trust,
will add pharmacological treatment,
by administering oxytocin, to the train-
ing methods he and colleagues have

developed to treat cognitive and social behavioral
deficits in schizophrenia. The work may lead to im-
proved treatments resulting in heightened sensitivity
to social cues in patients with schizophrenia.

Kelsey C. Martin, M.D., Ph.D., 
University of California, Los Angeles,
is an expert in studying some of the
most relevant steps in the control
mechanisms by which synapses change
and how they may be linked to cog-

nitive impairments in some forms of mental illness.
She seeks to identify new therapeutic targets by
studying the repertoire of synaptically-localized mRNAs
and miRNAs to investigate how they change with
neuronal activity and how mutations can alter them. 

Christos Pantelis, M.B.B.S., M.D.,
MRCPsych., FRANZCP,
University of Melbourne, Australia,
will test whether the active gray mat-
ter brain changes he and colleagues
have identified at the start of illness 

in pre-psychotic young people are caused by inflam-
matory processes. To test this interesting hypothesis,
he will take a creative new approach and use positron
emission tomography (PET) and other forms of brain
imaging in individuals at high risk for illness.  

Barbara L. Parry, M.D.,
University of California, San Diego,
is studying sleep and light therapies
for major depression in pregnancy
and/or during the postpartum period.
This serious public health issue im-

pacts the emotional health of mother, child, and 
the family, and these novel treatments may improve
symptoms of depression without the side effects 
of pharmacological treatments.

Akira Sawa, M.D., Ph.D., 
Johns Hopkins University, 
will use extensive sample collections
and methods developed in his program,
combined with a new technology, in
an attempt to compare key aspects of

neurons from individuals with schizophrenia and those
from control individuals. The proposed work will per-
mit study of abnormalities and unusual gene expres-
sion and is expected to point toward new directions
for treatment.   

Massimo Scanziani, Ph.D.,
University of California, San Diego,
will apply innovative approaches to
study the brain circuitry of schizophre-
nia and other mental illnesses. He will
employ both chemical and optogen-

etic manipulations of neuronal activity in animal mod-
els to attempt to identify individual, genetically discern-
able differences in processing sensory information.

Flora M. Vaccarino, M.D.,
Yale University, 
Research Partner 
with Anonmous Donor,
will investigate the genetic and epigen-
etic factors that govern abnormalities

in key inhibitory neurons in severe brain and behavior
disorders. By using recent methods of deriving human
stem cells from fibroblasts, she seeks to understand
the role the decrease in GABA neurons revealed in her
earlier work, may play in schizophrenia and Tourette
syndrome.

Distinguished Investigator Grants

“The NARSAD Grant will allow me to begin a
new area of research. In recent years I have 
focused on strategies for improving the ability
of people with schizophrenia to improve their
social interactions. For many of these people,
difficulties in interpreting social signals have had
serious effects on their ability to succeed at jobs,
school, and rehabilitation programs. My re-
search will focus on studying promising med-
ications such as oxytocin which may improve
the ability of patients to improve their social
skills during a training program.”

Stephen R. Marder, M.D., UCLA
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The Ehrlich family of northern New Jersey
and Amelia Versace, M.D., transplant from
Verona, Italy to the University of Pittsburgh,
share a commitment. Participants in the
Brain & Behavior Research Foundation Re-
search Partners Program, they are mutually
determined to help bring about a future in
which people like Rebecca Ehrlich do not
spend a lifetime struggling with the devas-
tating symptoms of bipolar disorder. 

Harryet and Stuart Ehrlich, Rebecca’s parents,
help fund Dr. Versace, a 2009 NARSAD
Young Investigator Grantee, in her studies
to identify abnormalities in the brain that
may convey risk for bipolar disorder. 

Nowadays, it is broadly accepted that men-
tal illnesses are brain illnesses. But when 
Rebecca was growing up, in the 1970s and
1980s, many health professionals believed
mental illness was largely due to societal 
ills or family dysfunction. Rebecca’s violent,
out-of-control behavior was ascribed in one
instance to “hysterical parents.” Rebecca
was always in some form of treatment –
none of it helpful back then, and some of
it horrendous – from early childhood until
she was finally correctly diagnosed at the
age of 21. Rebecca is 39 today.

In 2003, Harryet Ehrlich and Lewis Opler,
M.D., Ph.D., co-authored a book, “Resur-
rection and Redemption: Overcoming Men-
tal Illness and Regaining Dignity,” which
chronicles Rebecca’s six-year ordeal with a
now discredited organization called Kids 
of North Jersey. Purportedly a psychiatrist-
supervised residential program for troubled

One Family Supports a Scientist Expert in Bipolar Disorder,
Investing in a Better Future for Those Living with this Illness

‘Taking Strides’ for Recovery
from Bipolar Disorder

Top photo are Stuart, Rebecca and Harryet Ehrlich, participants in the Brain &
Behavior Research Foundation Research Partners Program, and bottom photo
is Amelia Versace, M.D., the Young Investigator whose research they support.



Each May, Rebecca Ehrlich leads a benefit walk
called ‘Taking Strides Against Mental Illness’.
The proceeds go to the Brain & Behavior Research
Foundation and support Dr. Versace’s research. The
event was Rebecca’s idea and she is its driving force.
“But,” she says, “it’s a family affair. My mom is my
right-hand man. She’s the co-founder and the one
who came up with the name. My dad is my left-
hand man. He’s the treasurer.” 

Also on board are Rebecca’s sister, Sarah, friends,
neighbors and honorary chairpersons State Senator
and Mrs. Richard Codey and Congressman Bill

Pascrell, Jr. Rebecca launches the event with a pep talk in which she relates how ‘Taking Strides’ got started four years
ago (inspired by the Avon Walk for Breast Cancer) and shares her personal story. 

‘Taking Strides Against Mental Illness’ 2011, in which several hundred walkers participated, raised $20,000 for the
Brain & Behavior Research Foundation. Already preparing for the 2012 walk, Rebecca says of her project, “I intend
to have it grow.” Meanwhile, the Research Partnership between the Ehrlich Family and Dr. Versace is taking great
strides on the path of discovery to recovery.

Research Partners Program
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teens, it was, in fact, a cult-like quasi-incarceration in
which youngsters were subjected to continuous verbal
and physical abuse, isolation and humiliation. After
the Ehrlichs removed Rebecca from the program, they
brought suit against the organization in a landmark
civil-rights case that resulted in a significant out-of-
court settlement. 

Dr. Opler, who introduced the Ehrlichs to the Brain &
Behavior Research Foundation, then known as NARSAD,
is a member of Columbia University’s world renowned
psychiatry faculty and one of the nation’s leading 
psychopharmacologists. (He is also the father of a
2003 NARSAD Young Investigator, Mark Opler, Ph.D.,
of New York University, an expert on psychosis in 
mental illnesses). He had entered the Ehrlich’s lives as
Rebecca’s doctor, and as far as Harryet is concerned,
“Rebecca is alive because of him.” 

Through numerous breakdowns and hospitalizations,
Rebecca proved resistant to the commonly prescribed
medications for bipolar disorder. In addition, she had
developed symptoms of psychosis. When Dr. Opler sug-
gested clozapine, an antipsychotic tested on patients
resistant to other treatments in the1980s by Herbert
Y. Meltzer, M.D., of the Brain & Behavior Research

Foundation Scientific Council, “it was the first time
she found relief,” Harryet says. Since then, Rebecca
has been on a cocktail of medications that keep her
stable most of the time, but the long years of misdi-
agnosis, mistreatment or no treatment have taken
their toll. 

One of the pressing issues in brain research is the lack
of biomarkers that can predict risk for or presence of
specific psychiatric illnesses. Such markers, if found,
could prevent missed or false diagnoses. They could
inform choice of medications, thus avoiding the trial
and error so common at present. Ideally, they could
ultimately lead to the holy grail of prevention. This is
the aim of the work Dr. Versace is undertaking with
her NARSAD Grant.

Dr. Versace came to the U.S. because “it leads the way
in psychiatric research.” The research group that she
is part of at the University of Pittsburgh’s Western 
Psychiatric Institute and Clinic is applying the most 
advanced techniques of brain imaging in the search
for biomarkers of brain and behavior disorders. The 
group’s director, Mary L. Phillips, M.D., was herself a 
2005 NARSAD Independent Investigator studying
neural circuits in bipolar disorder. �



Our Campaign Objective: 
Accelerate the breakthroughs with $200 million 
in new support over five years

What will $200 million achieve?
• $120 million additional funding for Young Investigators

o Increase grant amount from $60,000 to $90,000 over two years
o Grants awarded to the most promising young scientists 

• $50 million additional funding for Independent Investigators
o Grants awarded to researchers during critical period between initiation of research 

and receipt of sustained funding
• $30 million additional funding for Distinguished Investigators

o Grants used to fund a particularly talented, established investigator

All the ways you can give:
• Make a Gift Now  •  Research Partners Program  •  Annual Gift
• Planned Giving •  Family Foundations •  Foundation Giving
• Sponsor a “Named” Lecture or Webinar • TeamUp!

For more information visit bbrfoundation.org

Support Our Campaign

Address: 60 Cutter Mill Road, Suite 404, Great Neck NY 11021      Phone: (516) 829.0091      Website: bbrfoundation.org

for Productive Lives

Why We Support The Foundation

We have been supporters of NARSAD and now
Brain & Behavior Research Foundation since 1995.
Having a son suffering from schizophrenia has been 

a difficult journey for our family, but seeing the 
remarkable research by the Foundation investigators
has provided the hope to keep on fighting. There is
no other organization on the planet better poised to

make real breakthroughs in brain and behavior 
science – and bring the joy of living 

back to our dear son, Daniel.
–Miton and Tamar Maltz
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Glossary
Helpful definitions of terms used in this issue.

Glia (page 2): Also called neuroglia. Glia are non-neuronal cells that form a delicate web of connective tissue that
surrounds and supports nerve cells. They serve four main functions: to surround neurons and hold them in place,
to supply nutrients and oxygen to neurons, to insulate one neuron from another, and to destroy pathogens and
remove dead neurons. They are also crucial in the development of the nervous system and in processes such as
synaptic plasticity.

Neurogenesis (page 2): Development of nerves, nervous tissue, or the nervous system.

Gliogenesis (page 2): The birth process of glia, which are cells that supply support and protection to neurons, the
brain’s essential communication cells.

Stem cells (page 2): One of the human body’s master cells, with the ability to grow into any one of the body's
more than 200 cell types. Stem cells contribute to the body's ability to renew and repair its tissues. Unlike mature
cells, which are permanently committed to their fate, stem cells can both renew themselves as well as create new
cells of whatever tissue they belong to (and other tissues).

Precursor cells (page 2): a population of cells in the bone marrow that are incapable of self-renewal; they are 
derived from progenitor cells and are the first cells of a particular blood cell line that can be recognized due to
their specific morphologic characteristics (e.g., proerythroblast).

Progenitor cells (page 2): Like stem cells, progenitor cells have a capacity to differentiate into a specific type 
of cell. In contrast to stem cells, however, they are already far more specific: they are pushed to differentiate 
into their "target" cell.

Radial glia-like precursor or RGL (page 2): Brain stem cells that can both replace themselves and also mature
into different specialized cell types.

De novo mutations (page 3): De novo is a Latin expression meaning “afresh,” “anew,” “beginning again.”
A de novo mutation is an alteration in a gene that occurs in an offspring that was not present in the genes 
of the parents.

Pathogenesis (page 3): The manner of development of a disease.

DNA sequencing (page 3): A process used to analyze genes, by which one determines the exact order of nu-
cleotides (adenine, cytosine, guanine, or thymine) in a segment of DNA. DNA sequencing has significantly acceler-
ated biological research and discovery. The rapid speed of sequencing attained with modern DNA sequencing
technology has been instrumental in the sequencing of the human genome. Researchers count on this technology
to significantly contribute to personalized medicine, where knowledge of a person’s genetic background can help
to determine their best medical treatment. 

Biological markers (page 14): A substance, physiological characteristic, gene, etc. that indicates, or may indi-
cate, the presence of disease, a physiological abnormality or a psychological condition. Also called biomarker.

Psychotic (page 15): Of, relating to, marked by, or affected with psychosis, which is any form of severe mental
state in which the individual’s contact with reality becomes highly distorted.
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New Treatments/Therapies

As research breakthroughs continue to be made, 
new treatments and therapies for people living 
with mental illness point toward recovery 

New Treatments/
Therapies

THREE STEPS
TO
MENTAL HEALTH

Step 1:
DISCOVERY
Understanding malfunctions
in the brain

Step 2:
TREATMENT
Reducing symptoms
and retraining the brain

Step 3:
RECOVERY
Supporting rehabilitation 
to enable full, productive lives



www.bbrfoundation.org 25

New Treatments/Therapies

Tiny Brain Shocks May Help Schizophrenia Patients
Around 20 minutes of tiny electric shocks to the scalp may improve brain function in schizophrenia patients a 
recent Australian study has found. Twenty people diagnosed with schizophrenia or schizoaffective disorder partici-
pated in the study using a procedure called Transcranial Direct Current Stimulation (tDCS), where a mild, painless 
electrical current was passed into the brain through electrodes attached to the scalp. They were then asked to 
perform a test using flashcards and memory techniques, once with the tDCS on and once with it off (they were not
aware when it was on or off). About 12 out of 20 appeared to perform better with the stimulation switched on.
While most treatments for schizophrenia focus on associated hallucinations and delusions, treatment for cognitive
issues – like memory and sensitivity to social cues – are limited. This prospective additional treatment may improve
the mental functioning schizophrenia patients need to fully integrate into society.
Source: NeuroScience Research Australia

Music Therapy Used to Treat Depressive Disorder
The idea of music as a healing influence which could affect health and behavior goes back thousands of years. 
However, the established health profession involving music in clinical and evidence-based therapy has only been
around since the 20th century. Most recently, a controlled clinical trial conducted in Finland reported that music
therapy can help alleviate symptoms of depressive disorder. In this study, trained music therapists conducted 20 
sessions of co-improvisational music-making as the basis for therapy (a more involved and interactive experience
than simply listening to the music). The participants suggested that the “active doing” (i.e. the playing of musical
instruments with the therapist) was helpful in dealing with issues of depression in that there was opportunity to think
differently, have purposeful physical movement, and interact with and have discovery of self in relation to others.
The working-age participants with depression symptoms receiving music therapy plus standard care showed greater
improvement than those receiving standard care only.
Source: British Journal of Psychiatry

Deep Brain Stimulation May Have Potential in Treating OCD 
One of the most popular Parkinson’s treatments has recently been found effective in some patients living with 
obsessive-compulsive disorder (OCD). OCD is an anxiety disorder characterized by recurrent, unwanted thoughts
and/or repetitive behaviors (such as handwashing, counting or cleaning) with the hope of preventing obsessive
thoughts or making them go away. An initial study has indicated that deep brain stimulation, a popular treatment
for the tremors of Parkinson’s disease, can reduce symptoms for some therapy-resistant OCD patients. A surgeon
places wires deep in the brain that carry electrical impulses from an implanted device, which works similarly to a 
pacemaker. The stimulation is reversible and helps about half the people who get it, as it alters the brain circuits 
associated with mood and behavior. With additional research, this may prove to be a new treatment option for 
OCD patients who have not been successfully treated by other means.
Source: NPR.org: All Things Considered and International OCD Foundation



26 The Quarterly

Momentum

Events Calendar

SEPTEMBER
September 14, Nationwide
TeamUp! America Kick Off: 
September 14 - November 16 
We invite you to join our community-
driven fundraising challenge that 

benefits leading research institutions in your state.
For more info, go to 
www.bbrfoundation.org/TeamUpAmerica

September 14, Webinar
1 p.m. – 2 p.m. E.S.T.
Meet the Scientist: A Virtual Q&A Discussion
“Lessons Learned from Experimental 
Psychopharmacology” featuring  John H. Krystal,
M.D., of Yale University School of Medicine. Register
online at www.bbrfoundation.org/events/webinar

September 15, Worldwide
Website Launch: Brain & Behavior 
Research Foundation 
Come visit our completely redesigned website at
www.bbrfoundation.org

September 1-30, Chatsworth, CA 
Brain-$ells: A Recycling fundraiser to benefit
Brain & Behavior Research Foundation
Accepting donations and recycle items through 
September 30, 2011, Chatsworth, CA
Visit www.bbrfoundation.org/events/brain-sells

OCTOBER
October 5, Webinar
Noon – 1 p.m. E.S.T.
Meet the Scientist: A Virtual Q&A Discussion
“Rapid-Acting Antidepressant Strategies”
featuring William E. Bunney, Jr., M.D., of the University
of California, Irvine 
Register online at bbrfoundation.org/events/webinar

For more details on research and fundraising events, visit our website: www.bbrfoundation.org/events

TEAMUP! FUNDRAISING EVENTS
RESEARCH EVENTS

October 16, New York, NY
Dance Times Square Goes Hollywood
The Kaye Playhouse at Hunter College
Join us for ballroom dance performances beginning at
6:00pm. A portion of all ticket sales will be donated to
Brain & Behavior Research Foundation. For more infor-
mation, visit www.bbrfoundation.org/events

October 26, New York, NY
8:30 am to 4:00 pm
Brain & Behavior Research Foundation 
Annual Mental Health Research Symposium
Join us as we hear from the 2011 Brain & Behavior 
Research Foundation Outstanding Achievement Prize
Recipients as they provide updates on leading research
of mental illness. We also hear from Young Investiga-
tors. Q&A session to follow.

October 26, New York, NY
6:30 pm
Brain & Behavior Research Foundation 
National Awards Dinner
Join us for an intimate evening as we recognize the
world’s leading scientists in the field of brain and 
behavior research with the 2011 Outstanding 
Achievement Prizes.

NOVEMBER
November 11, Gilbertville, IA
11 Party 
On 11/11/11, an $11 donation allows you to join the
‘event of the century’ with all proceeds benefitting the
Brain & Behavior Research Foundation. For more infor-
mation, visit www.bbrfoundation.org/events

November 11, Apex, NC
Running Free with K-Wayne
5K Run/Walk in memory of Kyle Wayne Dubose. 
Race begins at 9 a.m. For more information, visit
www.bbrfoundation.org/events

Momentum
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Wednesday
October 26, 2011

Save
theDate

The 23rd Annual New York City 
Mental Health Research Symposium
Join us as we hear from the 2011 Brain & Behavior Research
Foundation Outstanding Achievement Prize Recipients as they
provide updates on leading research on mental illness ranging
from Schizophrenia and Depression to Bipolar and OCD. We 
will also hear from Foundation-funded Young Investigators.
Question and Answer session to follow.

Annual National Awards Dinner 
Join us for an intimate evening as we recognize the world’s
leading scientists in the field of brain and behavior research 
with the 2011 Outstanding Achievement Prizes. 

Daytime

Evening
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Recognizing Outstanding Young Investigators
with the Klerman and Freedman Prizes

l-r: Freedman Prizewinner, Alexandre Bonnin, Ph.D.; Klerman Prize Honorable Mention, Jennifer S. Silk, Ph.D.; Herbert Pardes, M.D., 
President, Brain & Behavior Research Foundation Scientific Council; Connie Lieber, President Emerita, Brain & Behavior Research Foundation;
Steve Lieber, Chairman, Brain & Behavior Research Foundation Board of Directors; Klerman Prizewinner, Chadi Calarge, M.D.; 
Klerman Prize Honorable Mention, Brian D’Onofrio, Ph.D.; Visionary Philanthropist Awardee, George Handran, Esq., Trustee of the Sidney
R. Baer, Jr. Foundation; Benita Shobe, President & CEO, Brain & Behavior Research Foundation

Top row l-r: Brain & Behavior Research
Foundation Scientific Council Member,
Dr. Karen Dineen Wagner with Barbara
Streicker, Board Member; Brain & Be-
havior Foundation Scientific Council
Member, Dr. Wade Berrettini with long-
time supporter, Marylou Selo; Connie
Lieber with Nobel Prizewinner and
Brain & Behavior Scientific Council
Member, Dr. Eric Kandel; Bottom row
l-r: Dr. and Mrs. Eric Kandel; Brain & 
Behavior Foundation Scientific Council
Member  Dr. Herbert Meltzer; Bob and
Fran Weisman, long-time supporters of
the Brain & Behavior Research Founda-
tion; Dr. Pardes, President of the Brain
& Behavior Research Foundation Scien-
tific Council at podium addressing the
audience at the prize reception. 
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An Overview of Treatment Options 
for Bipolar Disorder
Lori Altshuler, M.D., presented by John Brooks, M.D., Ph.D.
2010 Gloria Neidorf Memorial Lecture

Bipolar disorder is characterized by cycles of mania and depression. Although
the manic state is more dramatic, the depressed state is experienced three
times more frequently. A number of medications and modalities are used 
in the treatment of bipolar depression with varying rates of effectiveness. 
At present, there is no test to predict which treatment will work best for 
an individual patient, an area of intense interest to bipolar disorder clinicians
and researchers like Dr. Altshuler, and to researchers in virtually all areas of
mental illness.

Lithium, which has been in long use for treating mania, has been shown to
be effective in treating bipolar depression as well as to greatly reduce suicide,
a very great risk among people with bipolar disorder. The anticonvulsant drugs
lamotrigine (Lamictal) and valproate are used with lithium as mood stabilizers,
but evidence points to possible effectiveness of lamotrigine alone as a treat-
ment option. 

Agents that are moderately effective for both depression and mania are the
antipsychotic quetiapine (Seroquil), and a medication sold under the trade
name Synbyax that combines the antipsychotic olanzapine (Zyprexa) with the
antidepressant fluoxetine (Prozac). The antipsychotic Aripiprazole (Abilify) also
provides good mood stabilization when combined with an antidepressant. 

Some research has shown that antidepressants can help bipolar disorder 
depression on their own or in combination with a sub-therapeutic level of
lithium. A recent study found that bipolar patients on an antidepressant 
combined with pramipexole, a drug used for Parkinson’s disease, showed 
improvement, but the study sample was too small to be definitive. There is
some evidence of effectiveness for the B vitamin folate as an adjunct to an 
antidepressant. Oral folate does not cross the blood-brain barrier, but a newer
folate formulation, sold under the trade name Deplin, does enter the brain
and aids in the synthesis of neurotransmitters involved in mood.       

Discovery to Recovery through Science
HEALTHY MINDS ACROSS AMERICA

ore than 40 institutions across the United States and Canada partnered with NARSAD, now
the Brain & Behavior Research Foundation, in presenting its ‘Healthy Minds Across America’ 
series of public talks in 2010. Each event helped to bring science to families seeking hope for
better treatments of a broad range of mental illnesses. The following pages contain highlights
of presentations from various venues in the series. Full transcripts of the talks are available at 
www.bbrfoundatin.org/events. Click “Past Research Events.”M

Lori Altshuler, M.D.
Recipient of NARSAD Young, 
Independent and Distinguished 
Investigator Grants in 1990, 1998 
and 2006 respectively,

Professor, Department of Psychiatry 
and Biobehavioral Sciences

Julia S. Gouw Chair in Mood Disorders
Director, Mood Disorders Research 
Program

University of California, Los Angeles

John Brooks, M.D., Ph.D.
Associate Professor in Residence
Director, Consultation and 
Liaison Psychiatry

Semel Institute for Neuroscience 
and Human Behavior 

David Geffen School of Medicine 
at UCLA

In partnership with
University of California,
Los Angeles
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Among other options that have shown some promise is modafinil (Provigil),
a drug developed to treat daytime sleepiness. Light therapy can help, and
some reports support the use of omega-3 fatty acids. Brain stimulation tech-
niques have been introduced in recent years for relieving unipolar depression
that does not respond to antidepressant medication. One form, repetitive
transcranial magnetic stimulation (rTMS), in which magnetic current stimu-
lates a target area of the brain, is safe and noninvasive and appears to be 
effective for some patients for treating bipolar disorder depression.

Using Other Disorders with Similar Symptoms to
Help Unravel the Genetic Code of Bipolar Disorder
Berit Kerner, M.D.

Many studies point to bipolar disorder as having a very strong genetic base.
As with most mental illnesses, it is suspected that a large number of genes are
involved. Bipolar disorder is a very heterogeneous illness, with different sub-
types and symptoms. At present, only about half of patients with bipolar 
disorder are helped by the treatments available. Researchers are looking 
for implicated genes in the hope that their findings will open the way to more
effective, individualized treatments. 

A number of developmental disorders share symptoms with bipolar disorder.
One approach being taken by Dr. Kerner and others is to compare the
genomes of bipolar disorder patients with the genomes of patients with those
other disorders, which, though mostly rare, are better defined genetically. 

One such disorder is Prader-Willi syndrome, whose patients share the symp-
toms of psychosis with bipolar disorder patients. The neurocardial fasciocu-
taneous syndromes, a group of disorders that includes neurofibromatosis,
share the symptoms of anxiety and depression. In Coffin-Lowry syndrome,
there are disturbances in a cellular pathway comparable to a pathway in bipo-
lar disorder. An enzyme in this pathway has been identified as a target for
lithium, valproate and lamotrigine, the medications most widely used to treat
bipolar disorder. 

Also under study is velo-cardio-facial syndrome. About 30 percent of patients
with this disorder experience psychosis and/or bipolar disorder. An interesting
aspect of velo-cardio-facial syndrome is that these patients often have mal-
functioning thyroid metabolism, a well-known cause for mood disorders in
general and bipolar disorder in particular. Abnormalities in the protein thyro-
globulin cause Grave’s disease, autoimmune thyroiditis as well as psychosis
and depression.

Gene hunters now have the ability to perform genome-wide association stud-
ies (GWAS) in which they can scan entire genomes at one time. Dr. Kerner did
a GWAS search on a database of 1,000 patients. Among the genes she found
ubiquitous was the thyroglobulin gene, as suspected, and two other genes of
unknown function, which the lab is now working to characterize. Thyroglob-
ulin is also a target for lithium, and further study may show that patients who
have mutations in this gene are ones who do not respond to lithium. This

Researchers are looking for
implicated genes in the hope
that their findings will open
the way to more effective,
individualized treatments.

Berit Kerner, M.D.
Research Partner with the
California Community Foundation

Recipient of NARSAD 2008 and 
2010 Young Investigator Grants

Assistant Research Geneticist
Center for Neurobehavioral Genetics
Department of Psychiatry 
and Behavioral Sciences

University of California, Los Angeles

In partnership with

University of California,
Los Angeles

At present, there is no test to
predict which treatment will
work best for an individual
patient, an area of intense
interest to bipolar disorder
clinicians and researchers
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finding is an early step toward what is hoped will open the path to better
screening tools that will make personalized medicine more of a reality.

Psychotic Depression Can Be Effectively Treated
But Is Often Tragically Missed
Anthony J. Rothschild, M.D.

Psychotic depression, which is major depressive disorder combined with 
psychotic delusions or hallucinations, often goes undiagnosed. The kinds of
delusions that tend to typify this condition often involve fears, such as the
loss of a home or supposed threats by the I.R.S., which may not be apparent
as delusions to an attending psychiatrist. The patient may also not divulge his
fears out of shame or distrust. Studies have estimated the prevalence of psy-
chotic depression among people diagnosed with depression at anywhere from
14 percent to close to 50 percent. The higher percentage is found largely
among geriatric patients. 

In addition to psychosis, other symptoms more common in this form of depres-
sion include increased motor disturbances, either severe agitation or severe
slowing up; cognitive impairment; feelings of guilt and hopelessness; hypo-
chondria; anxiety and sleep disorders. The mortality rate from general med-
ical causes is twice that of those with depression without psychosis, the
reasons for which are still unclear, and the suicide rate is five times higher. 

Dr. Rothschild is one of only a handful of psychiatrists in the United States
who have made psychotic depression a focus of their research. Among his
studies, he conducted a collaborative effort with three other medical centers
which found that the illness was completely missed in the emergency room
or the inpatient setting 27 percent of the time. One simple expedient he sug-
gests is having a family member present to corroborate whether or not the 
patient really is being pursued by the IRS (or their other fears).

Two treatments are recommended for treating psychotic depression: an anti-
psychotic medication combined with an antidepressant or electroconvulsive
therapy (ECT). Most of the time, however, the only treatment administered 
is an antidepressant, which studies have shown is ineffective. In another 
multisite study, Dr. Rothschild and team found that only five percent of a 
sample group of patients with psychotic depression were properly medicated.
The irony is that despite the severity of the disorder, these patients can actu-
ally achieve complete relief when appropriately treated. However, since both
of these treatment regimes involve potentially negative side effects, one of
the questions Dr. Rothschild is currently interested in investigating is how long
patients should be kept on treatment after their symptoms have abated. 

Studies have estimated the
prevalence of psychotic de-
pression among people diag-
nosed with depression at
anywhere from 14 percent
to close to 50 percent.

Anthony J. Rothschild, M.D.
Recipient of a 1990 NARSAD Young 
Investigator Grant

Irving S. & Betty Brudnick Endowed 
Chair 

Professor of Psychiatry
Director, Center for Psychopharma-
cologic Research and Treatment

Program Director, Depression 
Specialty Clinic

Department of Psychiatry
University of Massachusetts

In partnership with
University of Massachusetts
Medical School

Go to www.bbrfoundation.org/events and click on ‘Past Events’ to read the full 
transcripts of presentations made at Healthy Minds Across America venues



Where are you from, and how did you come to focus on schizophrenia research?
I am originally from a small town near Barcelona, Spain and I came to the U.S. to do a
post-doctoral degree. I worked for almost two years at the Schizophrenia Rehabilitation
Program at the Institute of Living, Hartford Hospital. My time at a rehabilitation center
made me see the real-life experiences of those with schizophrenia and the need for 
treatment and more research. 

Please describe what you are currently working on with your NARSAD Young 
Investigator Grant. 
I am currently developing a new study in which I aim to
examine the neurocognitive and neurophysiological
bases of the empathy process in patients with schizo-
phrenia. I am a firm believer that successful social inter-
action requires empathy, both at the affective and
cognitive level. For this study I am going to use the
Event-Related Potentials to decompose the empathic
process and discern whether the empathic response is
impaired in schizophrenia. This knowledge will open the
door to design new treatment interventions to improve
social interactions in schizophrenia. 

What is it like to work directly with patients (clinical
studies), as opposed to lab research?
I am in contact with patients almost every day, sometimes most of the day. I enjoy and
need to be in contact with the reality of the patients. It makes my research more mean-
ingful, but also I feel constantly motivated to do my job better and to create better studies
and interventions. Sometimes, as researchers, we can very easily get pulled and immersed
in the data, the analysis, the literature, and I think it is necessary to have patient contact
to make our research more realistic and if possible, with applied outcomes.

How has your NARSAD Grant affected your research and career?
The NARSAD Grant has allowed me to start my research career for the first time as princi-
pal investigator of a project, of which I feel very proud. With the reputable backing of the
NARSAD Grant, I have felt that my ideas have been acknowledged and respected. This
has inspired me on my path to do my best to contribute to the research field. I feel enor-
mously grateful.  

Are there any particular discoveries or breakthroughs that you see happening in the near-
future for schizophrenia treatments?
In recent years there has been an emphasis on the study of social cognition in schizophre-
nia, and more and more research groups are focusing on this area. I think the field of so-
cial cognition in schizophrenia is going to have some major discoveries in the near future,
in the areas of theory of mind, emotion processing, facial affect recognition, empathy,
and other related constructs. I am very interested in this area and very excited to see what
outcomes research will bring us.  
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77,000,000

A community-driven fundraising challenge that benefits 
leading research institutions in your state.

September 14 – November 16, 2011

For nearly 25 years, the Brain & Behavior Research Foundation has been a leading force in the
fight against mental illness. We do it with your help by funding research leading to improved
treatments and therapies and aiming for cures. 

TeamUp! and help the 1 in 4* Americans living with mental illness.

TeamUp! IT’S AS EASY AS 1 - 2 - 3…

1. Join the TeamUp! America campaign at  www.bbrfoundation.org/TeamUpAmerica

2. Build your team with your family, friends and neighbors

3. Hold a fundraiser or make a donation in support of brain and behavior research

Join TeamUp! America TODAY
www.bbrfoundation.org/TeamUpAmerica

marathon

*

*Based on the 2010 US Census: 77 million of the 311 million 
Americans (www.census.gov) – or 1 in 4 Americans – live
with mental illness (National Institute of Mental Health)

Sponsored By:

reasons to fund brain and behavior research.

golf outing

walkathon



FIND US ON THE WEB: 

OUR MISSION: 
The Brain & Behavior Research Foundation is committed to alleviating the suffering of mental illness by
awarding grants that will lead to advances and breakthroughs in scientific research.

HOW WE DO IT: 
100% of all donor contributions for research are invested in NARSAD Grants leading to discoveries in 
understanding causes and improving treatments of disorders in children and adults, such as depression, bipolar
disorder, schizophrenia, autism, attention-deficit hyperactivity disorder, and anxiety disorders like obsessive-
compulsive and post-traumatic stress disorders.

OUR CREDENTIALS: 
For a quarter of a century, we have awarded nearly $300 million worldwide to more than 3,300 scientists 
carefully selected by our prestigious Scientific Council.

To find out more about Brain & Behavior Research Foundation, the research it supports and how

you can become involved, please call us at 800.829.8289 or visit www.bbrfoundation.org.

Investing in Breakthroughs —To Find a Cure

Facebook Twitter Blog and eNews

60 Cutter Mill Road, Suite 404
Great Neck, NY 11021




