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Neuropsychopharmacology was first published 21 years ago.
The early issues are filled with work from past, present, and
future thought leaders in the field. The similarities between
the articles that were published in 1988 and those being
published today are striking. This is a testament to the
foresight of those researchers who were the first to work at
the interface of the central nervous system (neuro), the
mind (psycho), and drugs (pharmacology).

There was great emphasis on schizophrenia in the earliest
issues of the journal. At the time, it was becoming clear that
new drugs (eg, clozapine) had major advantages over classic
drugs (eg, haloperidol). There was enthusiasm for the idea
that the increased safety and efficacy of drugs such as
clozapine had much to teach us, and that an improved
understanding of how these drugs worked would enable
new insights into the pathophysiology of the disorder
(Meltzer, 1988). In parallel, advances in molecular biology
and molecular pharmacology offered an improved ability to
identify and catalog the many receptor targets of psychiatric
medications, as well as the opportunity to use multi-
disciplinary approaches to tease out the substrates of
desirable and undesirable drug effects.

The early pioneers in neuropsychopharmacology blazed a
trail that we continue to follow today. A primary strategy in
our field is ‘drug-centric’: we study how psychotropic
medications work, we look for common actions among
drugs that are efficacious in the treatment of a particular
disorder, and we use this information to develop working
hypotheses about pathophysiology. This strategy continues
to hold promise for developing new and improved
medications. The cellular targets under investigation have
become extraordinarily complex and multidisciplinary,
reflecting a continued trend toward blending fields and
perspectives that have traditionally been distinct. In this
issue, Zhou et al (2009) report that mood stabilizers have
common intracellular effects on microRNAs, single-
stranded RNA molecules that regulate gene function. This
is an insightful and innovative study of standard psychiatric

drugs in combination with targets and concepts often
associated with cancer research. The approaches used in
this report have the potential to identify new targets for
psychiatric drugs while simultaneously increasing our
understanding of cell function, producing a breadth of
knowledge applicable to a variety of fields.

Reports from the earliest issues of Neuropsychopharma-
cology also alluded to the need for improved models of
psychiatric disorders, including major depression (Simson
and Weiss, 1988). The models and screening procedures
used today are virtually identical to those being used in the
1980s; there have been few advances. It is remarkable that
those of us engaged in preclinical depression research
cannot easily distinguish a molecule that would revolutio-
nize the treatment of depressive illness from one that is no
better than those available now. Of even greater concern is
the realization that screening techniques that have evolved to
identify drugs with certain pharmacological effects might not
be sensitive to new, mechanistically distinct agents. These
issues highlight the need to combine ‘drug-centric’ ap-
proaches with ‘brain-centric’ approaches. Again, taking clues
from strategies used in other disciplines might be helpful. For
example, it might be misleading to extrapolate the causes of
cancer from an understanding of how traditional chemothera-
pies treat it. A complementary approach is to focus on
understanding normal function, what disrupts it, and how to
fix what is broken. Designing such studies in psychiatry is a
daunting task because the brain is a particularly complicated
assortment of cells and circuits. Perhaps more importantly, at
present we do not have models that we trust to tell us when
we have triggered the signs and symptoms of psychiatric
illness in laboratory animals.

In this issue, there are several reports that take a ‘brain-
centric’ approach by using ethologically relevant paradigms
to model depressive illness. It has been established that
stressful events increase vulnerability to depressive dis-
orders in people (Keller et al, 2007). Law et al (2009) use a
powerful form of stress (early parental deprivation in
marmosets) to understand how the brain changes in
response to environmental factors that trigger signs of
depression. Importantly, they describe molecular adapta-
tions that are, and are not, associated with depressive
behavior. Similarly, Surget et al (2009) use a regimen of
chronic exposure to stress to cause depressive-like signs inReceived 13 January 2009; accepted 13 January 2009
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mice. They report that antidepressant drugs have substantially
different molecular consequences in mice that are normal and
those showing depressive-like behavior, highlighting the
growing realization in the field that the brains of individuals
with psychiatric illness might react in different (and some-
times paradoxical) ways to psychotropic drugs. They also find
that the molecular signatures of chronic stress and anti-
depressant treatments are brain region-specific, which under-
scores the importance of understanding neural circuitry and
not just pharmacological targets.

Surget et al (2009) implicate brain receptors for the
stress-related peptide corticotrophin-releasing factor (CRF)
in the development and relief of depressive symptoms in
their models. Todorovic et al (2009) come to similar
conclusions, and go on to mimic some of the physiological
consequences of stress by using genetic techniques to
elevate CRF activity in the brain. They provide elegant detail
on the intracellular mechanisms by which stress might
trigger depressive-like states, providing an example of
‘brain-centric’ research that identifies a potential molecular
target for the development of novel antidepressant drugs.
Bosch et al (2009) take advantage of the monogamous
nature of prairie voles to show that CRF receptors play key
roles in social bonding and the pathological consequences
of losing a mate, both of which clearly influence mental
health in humans.

The potential suitability of prairie voles for studies of
complex human emotions, such as grief, might represent a
modern-day example of a 1920s-era idea now known as the
Krogh principle: ‘for many problems there is an animal on
which it can be most conveniently studied’ (Krebs, 1975).
Developing trustworthy tests in rats, mice, or voles that
reflect the core symptoms of psychiatric illness is a top
priority because genetic engineering provides us with the
unprecedented opportunity to create entirely new animals
on which a variety of problems in neuropsychopharmacol-
ogy can be most convenientlyFor insightfullyFstudied
using ‘brain-centric’ approaches.
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