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•  SPRAVATO® is only available through a restricted program
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•  Increased risk of suicidal thoughts and behaviors in pediatric 
 and young adult patients taking antidepressants. Closely 
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for treatment of depressive symptoms in adults 

1

• SPRAVATO® demonstrated rapid reduction of depressive 
*

–  At 24 hours, 15.9-point reduction with SPRAVATO® + SOC (n=111)
vs 12.0 with placebo + SOC (n=112) in Study 3 (P=0.006)

When depressive symptoms 
escalate, relief can’t come 
soon enough.

MDD=major depressive disorder.
MADRS=Montgomery-Åsberg Depression Rating Scale. 

Indications: 

treatment of:

Limitations of Use: 

or in reducing suicidal ideation or behavior has not 

preclude the need for hospitalization if clinically 

•  SPRAVATO® is not approved as an anesthetic agent. 

anesthetic agent have not been established.

Please see additional Important Safety Information and 
Brief Summary of full Prescribing Information, including 
Boxed WARNINGS, for SPRAVATO® on previous pages.

* As measured by the least-square mean change from 
baseline MADRS total score vs placebo in Study 3, a 

blind, multicenter, placebo-controlled study.
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Susan K. Conroy, M.D., Ph.D., Paul E. Holtzheimer, M.D.

This overview begins with a discussion of ECT, one of the first attempts to directly affect neural function
via stimulation, followed by a discussion of surgical approaches to neuromodulation. “Noninvasive”
neuromodulation approaches, which have become possible as a result of technological advances over
the past 20-30 years, offer a neuromodulation strategy with fewer side effects and risks compared with
ECT and surgical procedures and are therefore more scalable and disseminable. The overview ends with
a discussion of potential future directions for neuromodulation for depression and other
neuropsychiatric disorders.

NEW RESEARCH

ARTICLES

1089 Association of ECTWith Risks of All-CauseMortality and Suicide in Older Medicare
Patients
Taeho Greg Rhee, Ph.D., et al. CME

Older individuals with psychiatric disorders are at significant risk of mortality and suicide. This carefully
controlled observation design study examines the association between ECT and all-causemortality and
suicide in over 40,000 individuals. ECTwas associated with a substantial (39%) reduction inmortality risk for
up to 1 year and a significant but short-term reduction in suicide risk (44% reduction up to 3months
following discharge from a hospital). The findings support greater consideration of ECT for inpatients with
mood disorders at short-term risk of suicide.

1098 Efficacy and Safety of Lumateperone for Major Depressive Episodes AssociatedWith
Bipolar I or Bipolar II Disorder: A Phase 3 Randomized Placebo-Controlled Trial
Joseph R. Calabrese, M.D., et al. EDITORIAL

Lumateperone is amechanistically novel antipsychotic that is FDA-approved for the treatment of
schizophrenia. A recent phase 3, randomized, double-blind, placebo-controlled study showed that
lumateperone, 42mg, significantly improved symptoms of depression in individuals experiencingmajor
depressive episodes associated with either bipolar I or bipolar II disorder. Treatment was generally well
tolerated with low risk of extrapyramidal symptoms andminimal prolactin, weight, ormetabolic changes.



Articles, continued

1107 Association Between Systemic Inflammation and Individual Symptoms of Depression:
A Pooled Analysis of 15 Population-Based Cohort Studies
Philipp Frank, M.Sc., et al. EDITORIAL � CME

Systemic inflammation has been previously suggested as a candidate mechanism in the pathogenesis
of depression, but the collective evidence from experimental and observational studies on the
association has been inconsistent. This discordance may be ascribed to symptom-specific effects of
systemic inflammation that are lost when a single aggregate measure of depression is used. Data
pooled to explore the association between systemic inflammation and an array of individual symptoms
of depression found higher concentrations of systemic inflammation were associated with a distinct set
of physical and cognitive symptoms. There was also strong evidence against an association with a
number of exclusively emotional symptoms. These findings suggest a more targeted, symptom-
focused approach to exploring the link between systemic inflammation and depression, particularly in
anti-inflammatory drug trials.

1119 Coordinate-Based NetworkMapping of Brain Structure in Major Depressive Disorder in
Younger andOlder Adults: A Systematic Review andMeta-Analysis
Peter Zhukovsky, Ph.D., et al. EDITORIAL � CME

While similar criteria are used to define depressive disorders across age groups, some data suggest that
pathophysiologic differences exist across ages. A meta-analysis of major depressive disorder in younger
and older adults with early and late onset of major depression found that structural differences affect
frontoparietal, dorsal attention, and visual networks both in younger and older adults withmajor
depression; these networks were more affected in older patients with late onset than in older patients
with early onset.
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Victor I. Reus, M.D.
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Jeffrey A. Mattes, M.D.

1130 Mechanisms of Action of Ketamine and Esketamine
Alan F. Schatzberg, M.D.

1130 Ketamine and Esketamine for Treatment-Resistant Depression: Response to Reus,
Mattes, and Schatzberg
Roger S. McIntyre, M.D.
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1133 Reviewers for The American Journal of Psychiatry

Cover: This issue of the Journal presents new research findings related to the treatment
and understanding of major depression and bipolar depression, as well as an overview of
neuromodulation strategies currently in use, and in development, for the treatment of
depression. (Image by Ekaterina Chernenko, istockphoto.com.)
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