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Mood disorders are highly prevalent syndromes associated
with high rates of nonrecovery, relapse, and inter-episodic dys-
function. Mounting evidence indicates that mood disorders are
a leading cause of disability and premature mortality (1,2).
Cost of illness studies indicate that mood disorders impart stag-
gering direct and indirect costs in both devel oped and develop-
ing nations (3). During the past decade, there has been an
intensified effort to refine the phenomenology of mood disor-
ders (notably bipolar disorders), elucidate factors which predict
outcome and treatment response, unravel the complex patho-
physiology of mood disorders, and define valid and measurable
clinical endpoints in the therapeutic environment. We are only
beginning to understand the genetic and environmental interac-
tions that result in the symptomatic state. Genes “load the gun”
and the environmental events “pull the trigger.” In clinical
practice, differential diagnosis remains a challenge for many
clinicians as bipolar disorder often masquerades as depression
often leading to antidepressant usage in the absence of a con-
comitant mood stabilizer.

A sobering and puzzling paradox regarding mood disor-
ders is that despite the development of multiple pharmaco-
logical strategies, as well as manual-based psychosocial
treatments (e.g., cognitive behavioral therapy), symptomatic
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and functional outcomes for individuals with mood disorders
remain rather disappointing. Several broad-based (e.g.,
health systems) and specific factors (e.g., insufficient char-
acterization of the disease pathophysiology) additionally
conspire in this process. For example, despite federally and
privately funded public health initiatives, as well as wide-
spread educational fora regarding mood disorders at medi-
cal professional meetings, most affected individuals remain
undetected with an even smaller percentage receiving
guideline-concordant care (4,5). With some incredulity, six
decades after the modern psychopharmacological revolution
began, there remains a pressing need for innovative treatments
capable of not only suppressing “surface-based” symptoma-
tology, but also reversing the underlying injurious disease
process.

Results from the Sequenced Treatment Alternatives to
Relieve Depression Study (STAR-D) indicate that the provi-
sion of measurement-based care was an important moderating
variable contributing to enhanced outcomes in “real-world”
patients treated with citalopram monotherapy (6). Nevertheless,
optimal pharmacotherapy, including augmentation/combination/
switching strategies and psychosocia interventions, delivered
as part of alarger best practices chronic disease management
model, failed to achieve remission in a large percentage of
affected individuals. Similarly, results from the Systematic Treat-
ment Enhancement Program for Bipolar Disorder (STEP-BD)
provide important effectiveness data indicating that most
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individuals with bipolar disorder, despite receiving evidencee REFERENCES

based algorithmic care, fail to achieve and sustain remission
with full functional restoration (7).

The results of the pragmatic STAR-D and STEP-BD trials,
as well as numerous efficacy studies, provide the basis for
emphasizing individualized treatment selection in mood
disorders. Toward this aim, elucidating demographic, clinical,
and treatment factors which increase (or reduce) the probabil-
ity of achieving remission are needed.

During the past decade, data has emerged that mood
disorders are neurodegenerative syndromes. For example,
postmortem and preclinical studies of brain tissue samples
have documented abnormalities in cellular plasticity, cellular
resilience and intracellular signaling. Regional and layer-
specific aterations in the size, shape, and density of neurons
and glia are also documented (8). In addition, neuroimaging
studies have reported progressive regional abnormalities in
brain structure and function (e.g., hippocampus) (9-11). Alter-
ations in insulin-glucose homeostasis, inflammatory networks,
cellular metabolism, glutamate signaling, and glucocorticoid
physiology are proposed as possible neurotoxic mediators
(12-14). In keeping with this view, treatments which normal-
ize aberrant functioning within these interacting biological
networks constitute possibly novel, hypothesis-driven (and
disease-modifying) treatment avenues.

In this specia issue of Annals of Clinical Psychiatry,
contributors were selected based on their recognized expertise
in the research, diagnoses, and treatment of mood disorders.
Contributors have provided manuscripts regarding the symp-
tomatic interface between bipolar disorder and major depres-
sive disorder with an emphasis on differentiating features.
Specia populations commonly encountered in clinical practice
such as seasonal depression, gender issues in depression,
depression in older adults, managing the medically comorbid
patient, and approaches to treatment-resistant depression are
reviewed. This special issue also provides abrief and clinically
accessible review of neuroimaging technology and itsimplica
tions for everyday practice as well as an emerging heuristics
that mood disorders are progressive neurotoxic syndromes
mediated by aberrant energy homeostasis (i.e., metabolic syn-
drome type I1). As clinicians and practitioners are increasingly
relying on self-educational endeavors as part of maintenance of
certification programs, aspecial article by Dr. Norman Sussman
providing a pragmatic approach to interpreting research arti-
clesisalso provided.

1.

10.

11

12.

13.

14.

annals of clinical psychiatry

Greenberg PE, Stiglin LE, Finkelstein SN, Berndt ER. The
economic burden of depression in 1990. J Clin Psychiatry 1993
November; 54:405-418

. MclIntyre RS, Konarski JZ. Bipolar disorder: A nationa health

concern. CNS Spectr 2004 December; 9(Suppl 12):6-15

. Murray CJ, Lopez AD. Globa mortality, disability, and the

contribution of risk factors: Global Burden of Disease Study.
Lancet 1997 May 17; 349(9063):1436-1442

. Kesser RC, Akiskal HS, Ames M, Birnbaum H, Greenberg PE,

Hirschfield RM, Wang PS. Considering the costs of bipolar
depression. Behav Healthc 2007 January; 27:45-47

. Simon GE, Revicki D, Heiligenstein J, Grothaus L, VonKorff M,

Katon WJ, Hylan TR. Recovery from depression, work productiv-
ity, and health care costs among primary care patients. Gen Hosp
Psychiatry 2000 May; 22:153-162

. Trivedi MH, Fava M, Wisniewski SR, Thase ME, Quitkin F,

Warden D, Ritz L, Nierenberg AA, Lebowitz BD, Biggs MM,
Luther JF, Shores-Wilson K, Rush AJ; STAR*D Study Team.
Medication augmentation after the failure of SSRIs for depres-
sion. N Engl J Med 2006 March 23; 354:1243-1252

. Perlis RH, Ostacher MJ, Patel JK, Marangell LB, Zhang H,

Wisniewski SR, Ketter TA, Miklowitz DJ, Otto MW, Gyulai L,
Reilly-Harrington NA, Nierenberg AA, Sachs GS, Thase ME.
Predictors of recurrence in bipolar disorder: Primary outcomes from
the systematic treatment enhancement program for bipolar disor-
der (STEP-BD). Am J Psychiatry 2006 February; 163:217-224

. Mathew SJ, Keegan K, Smith L. Glutamate modulators as novel

interventions for mood disorders. Rev Bras Psiquiatr 2005
September; 27:243-248

. Sheline Y1, Wang PW, Gado MH, Vannier MW. Hippocampal

atrophy in recurrent major depression. Proc Natl Acad Sci U SA
1996 April 30; 93:3908-3913

MacQueen GM, Campbell S, McEwen BS, MacDonald K, Amano S,
Joffe RT, Nahmias C, Young LT. Course of illness, hippocampal
function, and hippocampal volume in major depression. Proc Natl
Acad Sci U SA 2003 February 4; 100:1387-1392

Sheline YI, Sanghavi M, Mintun MA, Grado MH. Depression
duration but not age predicts hippocampa volume loss in medi-
cally healthy women with recurrent major depression. J Neurosci
1999 June 15; 19:5034-5043

Musselman DL, Betan E, Larsen H, Phillips LS. Relationship of
depression to diabetes types 1 and 2: epidemiology, biology, and
treatment. Biol Psychiatry 2003 August 1; 54:317-329

McEwen BS. Mood disorders and allostatic load. Biol Psychiatry
2003 August 1; 54:200-207

Paul 1A, Skolnick P. Glutamate and depression: clinica and preclini-
cd studies. Ann N Y Acad Sci 2003 November; 1003:250-272

vol. 19 no. 4 2007



