
AJP in Advance Discover the latest research advances before they appear in print

The Prehistory of Psychiatric Genetics: 1780–1910
The views of our forebears in psychiatry on inherited transmission of mental illness, 
based largely on clinical observation and family histories, can usefully complement our 
views today on key issues in the fi eld.

AJP CME Earn CME credit: 3 courses per issue
You can earn CME credits by reading articles in The American Journal of Psychiatry. 
Three articles in this issue form a short course that consists of reading the article and 
answering three multiple-choice questions with a single correct answer for up to 1 
AMA PRA Category 1 Credit™ each. Credit is issued only to subscribers of the online 
AJP CME Course Program. 

See the table below for the articles in this month’s issue that are the subject of a CME quiz.

AJP Multimedia Access audio and video for highlights of each issue
In AJP Audio each month, Executive Editor Michael Roy speaks with the author(s) of an 
article about the results of their research. In addition, Deputy Editor Daniel S. Pine, M.D., 
summarizes one or two articles in an Issue Highlights video. The table below lists the 
articles included in this month’s audio podcast and video.

In this issue CME Podcast Video

Quality of Outpatient Depression Treatment in Patients With Comorbid 
Substance Use Disorder (p. 414)

� �

Maintenance Treatment With Long-Acting Injectable Antipsychotics for 
People With Nona� ective Psychoses: A Network Meta-Analysis (p. 424)

�

Impact of the KCNQ2/3 Channel Opener Ezogabine on Reward Circuit 
Activity and Clinical Symptoms in Depression: Results From a Randomized 
Controlled Trial (p. 437)

�

Moderation of Prazosin’s E�  cacy by Alcohol Withdrawal Symptoms (p. 447) �

E� ect of Experimental Manipulation of the Orbitofrontal Cortex on Short-
Term Markers of Compulsive Behavior: A Theta Burst Stimulation Study (p. 459)

�

History of 
Psychiatry

Revisit the fi eld’s rich history through the AJP Archive
75 years ago this month: Problems Confronting Psychiatry in the Army 
Convalescent Hospital
Brigadier General William C. Menninger, co-founder of the clinic that bears the family 
name, discusses a presentation by a member of the Operations Service of the Surgeon 
General’s O�  ce that outlined the neuropsychiatric problems of the Army (and which 
appeared in the same issue). Menninger outlines how these problems the Army faced at 
war’s onset were addressed over the course of the confl ict, concluding “we in 
psychiatry have had a closer, happier relationship with all other specialties of medicine 
than in any situation in civilian life. There is not a general medical o�  cer in the Army 
who has not had more exposure to psychiatric problems in his Army career than he did 
in all the rest of his medical career put together. We only hope that he and his future 
patients will profi t from it.”
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ARTICLES

414 Quality of Outpatient Depression Treatment in Patients With Comorbid Substance
Use Disorder
Lara N. Coughlin, Ph.D., et al.

Depression and substance use disorder frequently co-occur. While guidelines for appropriate
treatment of major depressive disorder exist, it remains unclear the degree to which clinicians follow
these guidelines. An assessment of depression treatment of veterans receiving care at the Veterans
Health Administration found that patients with depression and co-occurring substance use disorders
receive lower quality care than those with depression without a substance use disorder.

424 Maintenance Treatment With Long-Acting Injectable Antipsychotics for People
With Nonaffective Psychoses: A Network Meta-Analysis
Giovanni Ostuzzi, M.D., Ph.D., et al.

This network meta-analysis of 78 randomized controlled trials reviewed efficacy data of long-acting
injectable (LAI) antipsychotics. Paliperidone LAI (1- and 3-month formulations), aripiprazole LAI, and
olanzapine LAI were themost acceptable and effective in preventing relapse in adults with
schizophrenia.

437 Impact of the KCNQ2/3 Channel Opener Ezogabine on Reward Circuit Activity and
Clinical Symptoms in Depression: Results From a Randomized Controlled Trial
Sara Costi, M.D., et al.

A two-site randomized, placebo-controlled proof of concept exploratory trial tested the effects of
ezogabine on brain response during reward anticipation and on clinical and behavioral measures of
depression and anhedonia. The study was designed to test the KCNQ2/3 channel as a viable target for
novel drug discovery for depression and anhedonia.

447 Moderation of Prazosin’s Efficacy by Alcohol Withdrawal Symptoms
Rajita Sinha, Ph.D., et al.

Alcohol withdrawal symptoms are a significant moderator of prazosin treatment response for alcohol
use outcomes and for craving, anxiety, and mood symptoms. Withdrawal symptoms at start of treatment
may serve as a prognostic indicator of prazosin’s efficacy in the treatment of alcohol use disorder.

459 Effect of Experimental Manipulation of the Orbitofrontal Cortex on Short-Term
Markers of Compulsive Behavior: A Theta Burst Stimulation Study
Rebecca B. Price, Ph.D., et al.

Activity in the orbitofrontal cortex was successfully increased or decreased, as intended, via
neuromodulation (theta burst stimulation) procedures in patients with compulsive behavior disorders.
When paired with a computer-based behavioral training paradigm in overriding habits, neuromodulation to
decrease this brain region led to improvements in short-term behavioral markers of compulsive behaviors.

469 Ubiquitous Dopamine Deficit Hypotheses in Cocaine Use Disorder Lack Support
Marco Leyton, Ph.D.

469 Ubiquitous Dopamine Deficit Hypotheses in Cocaine Use Disorder Lack Support:
Response to Leyton
Clifford M. Cassidy, Ph.D., et al.

Cover: In an issue devoted to new and improved treatment strategies, Price et al. (p.
459) report findings from a study that used different patterns of theta burst stimulation
to test the role of the orbitofrontal cortex in modulating compulsive behaviors. Image
depicts a computer simulation of the electric field distribution induced by theta burst
stimulation in the left orbitofrontal cortex/frontopolar cortex. (Image courtesy of
Rebecca B. Price, Ph.D.)
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See and Hear What the Field is Discussing

The American Journal of Psychiatry is committed to keeping the 
field of psychiatry vibrant and relevant by publishing the latest 
advances in the diagnosis and treatment of mental illness. Here 
are some of the most discussed articles that AJP has published 
so far in 2021 according to Altmetric, which monitors the online 
mentions and shares of research through daily tracking of 2,000 
mainstream media outlets, Wikipedia, citations, social media, 
and more than 9,000 academic and nonacademic blogs.
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A Randomized Controlled Trial of Repeated Ketamine Administration  
for Chronic Posttraumatic Stress Disorder
February 2021 issue
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of Alcohol Use Disorder
January 5, 2021
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Psychiatry Diversity Leadership in Academic Medicine: Guidelines for Success
March 2021 issue110

Dive Deeper With AJP Audio
Each episode of the AJP Audio podcast brings you an in-depth look at one of  
the articles featured in that month’s issue of The American Journal of Psychiatry.  
Wide-ranging interviews with article authors cover the background, rationale,  
main findings, and future implications of the research.

•  March 2021: Psychiatry Diversity Leadership in Academic Medicine
  Lead author Ayana Jordan, M.D., Ph.D., and senior author Christina Mangurian, M.D., M.A.S., go more  

in depth on their article, what led to it, and what comes next.

•  April 2021: Reducing Adolescent Psychopathology in Socioeconomically Disadvantaged Children
  Karen L. Bierman, Ph.D., discusses how enriching Head Start programs with an evidence-based  

social-emotional learning program substantially improved subsequent adolescent emotional and  
behavioral health outcomes
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