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LETTER FROM THE COCHAIRS

We hope you all are enjoying your summer. The Psych Congress Steering Committee and staff have 

been working diligently these last few months to develop an unmatched, clinically focused 

conference and exhibition. In this edition of the official Psych Congress Preview, learn about several 

of the dynamic sessions being offered at the 32nd annual Congress, being held in San Diego, California, 

including a Q&A with Sanjay J. Mathew, MD, who will present “Top 5 Issues Clinicians Should Know About 

Ketamine Therapy.”

Other noteworthy happenings at the premier educational conference on practical psychopharmacology 

include:

   Our “Solving Clinical Challenges” Series, where expert faculty address complex conundrums faced by 

Psych Congress attendees in managing their patients battling different mental health disorders. In the 

2019 series, the following topics will be addressed: treatment-resistant depression, substance use 

disorder, mixed episodes in bipolar disorder, and generalized anxiety disorder. 

   Five featured sessions tackling controversial and emerging topics in the field of mental health. We are 

honored to have mental health authorities Arshya Vahabzadeh, MD; Rick Doblin, PhD; Nassir Ghaemi, 

MD, MPH; Adelaide Robb, MD; Phillip Resnick, MD; and Pamela Wible, MD; lead these can’t-miss 

sessions. 

   Our annual networking event, being held this year at the Float Rooftop Bar at the Hard Rock Hotel San 

Diego. Join your colleagues, Psych Congress faculty, and members of the Steering Committee for this 

evening event on Thursday, October 3. Attendees who add this event to their registration will be able to 

enjoy music, food, and drinks at this stylish oasis that overlooks the Gaslamp Quarter.

With a diverse agenda of more than 50 sessions over 4 days, Psych Congress enables attendees to gain insights 

into current and emerging treatment strategies with true pioneers, embrace innovation, and partake in a 

conference program where scientific research is translated into practical application.

We cannot wait to see you in San Diego this October and hope you enjoy the conference preview!

 Rakesh Jain, MD, MPH Charles Raison, MD
 Psych Congress 2019 Co-Chair Psych Congress 2019 Co-Chair

LETTER FROM THE CO-CHAIRS

THE PREMIER EDUCATIONAL CONFERENCE ON PRACTICAL PSYCHOPHARMACOLOGY

Part of the

psychbehavioral.com
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BULLETIN BOARD

A new study identifies two potential 
medication tweaks for certain sub-
groups of patients with treatment-

resistant major depressive disorder. Research-
ers published their findings online in The 
American Journal of Psychiatry.

“Almost two-thirds of patients with major 
depressive disorder do not achieve remission 
with initial treatments,” researchers wrote. 
“Thus, identifying and providing effective, 
feasible, and safe ‘next-step’ treatments are 
clinical imperatives.”

The suggestions are based on outcomes 
from the US Department of Veterans Affairs 
Augmentation and Switching Treatments for 
Improving Depression Outcomes (VAST-D) 
study. The multisite, randomized, single-blind 
trial included 1522 patients, most of whom 
were white and older, who had an inadequate 
response to at least 1 course of antidepressant 
treatment.

Over 12 weeks, participants received 1 of 
3 possible next-step treatments: switching to 
sustained-release bupropion; combining 
sustained-release bupropion with their cur-

rent medication; or augmenting their current 
medication with the antipsychotic aripiprazole.

In patients older than 65, researchers found 
augmenting with aripiprazole to be more 
effective in easing depressive symptoms than 
switching to or adding bupropion. Meanwhile, 
in patients with severe hypomanic symptoms, 
either augmenting with aripiprazole or com-
bining their current medication with bupro-
pion was more effective than switching to 
bupropion.

The study also found remission was more 
likely in patients who worked, who had less 
severe or chronic depression, experienced 
less anxiety, did not have symptoms of com-
plicated grief, did not experience childhood 
adversity, and who had a better quality of life 
and positive mental health. ■

REFERENCES
1. Zisook S, Johnson GR, Tal I, et al. General predictors 

and moderators of depression remission: a VAST-D 
report. The American Journal of Psychiatry. 2019 
April 5;[Epub ahead of print].

2. Study suggests effective next-step treatments for 
treatment-resistant depression. Psychiatric News 
Alert. April 8, 2019.

Study Suggests Depression Treatment Regimens for Subgroups
By Jolynn Tumolo 

Faded Love: A Critical Look at the Strengths and 
Weaknesses of Antidepressants for the Treatment of Major 
Depression
SATURDAY, OCTOBER 5  |  4:15 P.M. — 5:30 P.M.

Passing years—and several studies —have revealed the strengths and 
weaknesses of standard antidepressants. This session will synthesize how 
well these agents work, strategies following an initial antidepressant 
failure, and the benefits and dangers of chronic antidepressant use. Dr. 
Raison, co-chair of the Psych Congress Steering Committee, is the Mary 
Sue and Mike Shannon Chair for Healthy Minds, Children & Families; 
Professor, Human Development and Family Studies, School of Human 
Ecology; and Professor, Department of Psychiatry, School of Medicine 
and Public Health, at the University of Wisconsin–Madison.
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related
Presentation at Psych Congress 2019 
by Charles Raison, MD
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BOSTON, Mass.—The recognition of the 
antidepressant effects of ketamine 
represents a transformative moment 

in the treatment of refractory depression, 
Michael E. Thase, MD, said at the opening 
session of the third annual Elevate by Psych 
Congress. Esketamine, a nasal spray derived 
from ketamine, was approved by the US Food 
and Drug Administration (FDA) 3 days earlier.

“I do think this is transformative because 
it’s gotten us to rapid treatments through a 
mechanism unrelated to monoamines and 
that’s a cool and exciting thing,” said Dr. Thase, 
a researcher on many mood disorder treat-
ments and Professor of Psychiatry, Perelman 
School of Medicine, University of Pennsylva-
nia, and Corporal Michael J. Crescenz Veter-
ans Affairs Medical Center, Philadelphia.

The emergence of ketamine, an antagonist 
the N-methyl-D-aspartate (NMDA) receptor, 
sets the stage for the development of related 
treatments that have similar but more selective 
mechanisms of action and do not have the 
abuse potential of ketamine,"  Dr. Thase told 
attendees.

“Just as fluoxetine or escitalopram repre-
sented substantial safety improvements over 
say (tricyclic antidepressants) imipramine or 
amitriptyline…by the year 2030, you may be 

seeing much more highly selective drugs that 
don’t have abuse liability, that you don’t have 
to worry about people not being able to drive 
for 6 hours after they take a dose and so forth,” 
he explained. 

Between 2000 and 2010, experts realized 
that the effectiveness of existing antidepres-
sants had been exaggerated, and that they 
actually only offer a 10% to 20% advantage 
over placebo, the speaker said.

After reviewing the complex set of factors 
that contribute to depression, Dr. Thase re-
marked “of course we should have never 
expected serotonin reuptake inhibitors or 
serotonin-norepinephrine reuptake inhibitors 
to treat everybody.”

“The long dominant view that the mono-
amines were the pathway to the treatment of 
depression really leaves about 30% to 40% of 
our patients not properly treated. The brain 
is too complex to think about single selective 
agents delivering those kinds of antidepres-
sant effects,” he said. “It’s nice, in retrospect, 
that so many people do get better with these 
safe, first-line agents.”

In the 1990s and 2000s, researchers began 
to develop the methodologies to examine 
other central nervous system response sys-
tems, he explained, noting 4 of them have 

survived the last decade and have promising 
findings in the works right now: glutamate 
and glycine, GABA, endogenous opioids, and 
inflammatory cytokines.

Insurers will be under heavy pressure to 
include esketamine on drug formulary lists, 
Dr. Thase said. Providers will need to register 
and agree to take steps to minimize risks, and 
patients will need to belong to a registry, he 

explained.
Dr. Thase said more new drugs and mech-

anisms of action are being researched—but 
none of them are within 4 years of becoming 
something for clinicians to prescribe. ■

REFERENCE
1.  “An update on MDD treatment: beyond the monoami-

nergic hypothesis.” Presented at Elevate by Psych 
Congress: Boston, MA; March 8, 2019.

A Transformative Time for Refractory Depression Treatment
By Terri Airov 

Top 10 Drug Combinations in MDD: Past, Current, and 
Future
THURSDAY, OCTOBER 3  |  9:30 A.M. — 10:45 A.M.

A new generation of adjunctive depression therapies that target novel 
mechanisms are under investigation. This session will focus on the 
various combinations of medications that have been used to treat clinical 
depression over the past 50 years, as well as those that may become 
state-of-the-art in the near future.

psych congress snapshot  
related
Presentation at Psych Congress 2019 
by Michael Thase, MD

For the first time since 2014, Psych Congress is offering  
2 Pre-Conference options, one on practical psychopharmacology  
and the other on suicide prevention.

WHERE SCIENTIFIC RESEARCH IS TRANSLATED INTO PRACTICAL APPLICATION
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Opioid use by a parent doubles the 
risk of a suicide attempt in children, 
according to a study published 

online in JAMA Psychiatry.
Over the past 15 years, the suicide rate 

among young people in the United States has 
increased dramatically, researchers pointed 
out, as has opioid use among adults.

“Until now, there has been little focus on 
the association between the increase in opi-
oid use among adults and the risk of suicidal 
behavior by their children,” said study senior 
author Robert D. Gibbons, PhD, a biostatistics 
professor and director of the Center for Health 
Statistics at the University of Chicago in Illinois.

“We theorized such a link was plausible 
because parental substance abuse is a known 
risk factor for suicide attempts by their chil-
dren. In addition, depression and suicide 
attempts by parents—which are known to be 
related to suicidal behavior in their offspring—
are more common among adults who abuse 
opioids.”

Researchers analyzed data for more than 
240,000 parents between 2010 and 2016, half 
of whom had filled opioid prescriptions for 
at least 1 year. They also looked at suicide 
attempts for 330,000 of the parents’ children, 

10 to 19 years of age, over the 6-year period.
Among children whose parents used opioids, 

0.37% attempted suicide, the study found. 
The attempted suicide rate among children 
whose parents did not use opioids was 0.14%. 
The findings remained statistically significant 
even after researchers adjusted for child age 
and sex, depression or substance use disorder 
in the child or parent, and history of a suicide 
attempt in a parent.

“The epidemics of adult opiate abuse and 
child suicidal behavior appear to be linked, 
and the disturbing upward trends in mortal-
ity due to opiates and due to child suicide 
may have common roots,” said study author 
David A. Brent, MD, psychiatrist and chair of 
suicide studies at the University of Pittsburgh 
in Pennsylvania.

The care of families with a parent who uses 
opioids, researchers advised, should include 
mental health screening of their children. ■

REFERENCES
1. Brent DA, Hur K, Gibbons RD. Association between 

parental medical claims for opioid prescriptions and 
risk of suicide attempt by their children. JAMA Psy-
chiatry. 2019 May 22;[Epub ahead of print].

2. Rubin G. Risk of suicide attempt by children doubles 
if parent uses opioids [press release]. Chicago, Illi-
nois: The University of Chicago Medicine; May 21, 
2019.

Suicide Attempt Risk Doubles in Children if Parent Uses Opioids
By Jolynn Tumolo 

Approaches to Substance Use Disorders in Adolescents
SATURDAY, OCTOBER 5  |  10:45 A.M. — 12:00 P.M.

Substance use disorders (SUDs) are among the most prevalent disorders 
in young people. Few mental health practitioners screen for and 
diagnose SUDs, particularly given the bidirectional overlap of 
psychopathology and SUDs. This session will review the diagnosis, 
screening, epidemiology, neurobiology, comorbidity, and treatment of 
SUDs. It will also highlight contemporary findings on newer agents of 
misuse and newer treatments for adolescents.
Dr. Wilens is Chief of Child and Adolescent Psychiatry and Co-Director 
of the Center for Addiction Medicine at Massachusetts General Hospital 
in Boston. He is also a Professor of Psychiatry at Harvard Medical School 
in Boston. Dr. Wilens specializes in the diagnosis and treatment of 
attention-deficit/hyperactivity disorder (ADHD), substance use 
disorders, and bipolar disorder. He has more than 350 original articles, 
reviews, chapters, books, and editorials to his credit.

psych congress snapshot  
related
Presentation at Psych Congress 2019 
by Timothy Wilens, MD

BOSTON, Mass.—Insomnia complicates 
both the course and the treatment of 
depression, and is more likely to 

emerge before depression than during or 
after it, Karl Doghramji, MD, told attendees 
at Elevate by Psych Congress.

Major depression is one of the most-studied 
comorbidities of insomnia, said Dr. Dogh-
ramji, who is a Professor of Psychiatry, Neurol-
ogy, and Medicine and Medical Director at 
the Jefferson Sleep Disorders Center, Thomas 
Jefferson University, Philadelphia, Pennsyl-
vania.

The relationship between insomnia and 
mood disorders is a complex one, he said. 
While 60% of people with insomnia do not 
have a psychiatric disorder, 80% of people 
with depression have some type of sleep-wake 
problem.

Dr. Doghramji finds it fascinating 
that insomnia usually occurs prior to the 
emergence of major depressive disorder, and 
in many cases comes decades before. That 
raises the question of whether long-term 
insomnia somehow produces a vulnerability 
for an upcoming depressive disorder, he said. 

Other interactions between the disorders 
include:

   •  Insomnia is associated with a higher rate 
of lifetime and recurrent major depres-
sion. “So not only does it predict depres-
sion now, but its persistence after the 
resolution of a depressive disorder pre-
dicts yet another depressive disorder 
later on down the line,” Dr. Doghramji 
said.

   •  In people with bipolar disorder, insom-
nia predicts the occurrence of a manic 
episode.

   •  Insomnia predicts poorer response to 
therapy in people with depressive dis-
orders.

   •  The onset of insomnia predicts mania 
in people with bipolar depression.

When insomnia occurs with a comorbid 
disorder, Dr. Doghramji usually recommends 
treating the comorbid disorder before the 
insomnia.

Insomnia can be directly managed through 
cognitive behavioral therapy, pharmaco-
therapy, and sleep hygiene, he said. Nutra-
ceuticals are popular among patients, but Dr. 

Doghramji said there is limited evidence of 
their efficacy.

Emerging developments in insomnia treat-
ment include drugs that dampen wakefulness 
instead of promoting sleep and wearable 

devices that regulate sleep. ■

REFERENCES
1.  “Meeting the Challenges of Insomnia in Your Patient 

Population.” Presented at Elevate by Psych Con-
gress: Boston, MA; March 8, 2019.

The Complex Relationship Between Insomnia and Mood Disorders
By Terri Airov 

Complex Patients in Insomnia: Top 5 Dos and Don’ts When 
a Patient Fails First-line Insomnia Therapy
SATURDAY, OCTOBER 5  |  2:45 P.M. — 4:00 P.M.

The diversity of therapeutic approaches to sleep disorders, 
heterogeneity of patient populations, and evolving pharmacopeia 
necessitate ongoing education for clinicians. This session will highlight 
practical advice on the management of complex insomnia cases. Dr. 
Neubauer is Associate Professor of Psychiatry at the Johns Hopkins 
University School of Medicine and Associate Director of the Johns 
Hopkins Sleep Disorders Center in Baltimore, Maryland.

psych congress snapshot  
related
Presentation at Psych Congress 2019 
by David Neubauer, MD
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Elevated levels of low-density lipopro-
tein (LDL) cholesterol are associated 
with early-onset Alzheimer’s disease, 

according to a study published online in JAMA 
Neurology.

“The big question is whether there is a 
causal link between cholesterol levels in the 
blood and Alzheimer's disease risk,” said lead 
author Thomas S. Wingo, MD, a neurologist 
and researcher with the Atlanta Veterans 
Affairs Medical Center and Emory University, 
Atlanta, Georgia.

“The existing data have been murky on 
this point. One interpretation of our current 
data is that LDL cholesterol does play a causal 
role," Dr. Wingo explained. "If that is the case, 
we might need to revise targets for LDL cho-

lesterol to help reduce Alzheimer's risk. Our 
work now is focused on testing whether there 
is a causal link.”

Higher cholesterol levels have previously 
been associated with an increased risk of 
Alzheimer’s disease later in life. To investigate 
whether a similar link exists between cho-
lesterol and early-onset Alzheimer’s disease, 
researchers analyzed plasma samples from 
2125 people, 654 of whom had early-onset 
Alzheimer’s disease.

Study participants with higher LDL levels 
were more likely to have early-onset Alzheim-
er’s disease, researchers found, independent 
of the effects of an APOE gene variant known 
to be linked with the disease.

This suggests LDL cholesterol could be 

an independent risk factor for early-onset 
Alzheimer’s disease whether or not the APOE 
mutation is present.

Higher levels of high-density lipoprotein 
(HDL) cholesterol were not associated with 
early-onset Alzheimer’s disease, research-
ers found.

The study also found a higher rate of early-
onset Alzheimer’s disease in participants with 
a rare variant of the APOB gene, a known 
influencer of cholesterol levels.

“Collectively, these novel findings highlight 

the important role of LDL cholesterol in early-
onset Alzheimer’s disease pathogenesis,” Dr. 
Wingo and colleagues wrote, “and suggest a 
direct link of APOB variants to Alzheimer’s 
disease risk.” ■
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Elevated LDL Cholesterol Linked With Early-Onset Alzheimer’s
By Jolynn Tumolo

Age-Related Cognitive Decline: Clinical Applications of 
New Research
SUNDAY, OCTOBER 6  |  9:00 A.M. — 10:15 A.M.

This session will inform attendees about the prevalence, assessment, 
diagnosis, treatment, and latest research on the various forms of age-
related cognitive decline. Attendees will gain an understanding of the 
latest research and what new findings can be applied to clinical practice.  
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Just over half of women in a study 
who experienced a major depressive 
episode during pregnancy received 

no mental health treatment for it, research-
ers reported in Psychiatric Services.

“Despite current treatment guidelines and 
policy initiatives, most women with major 
depressive episodes go without any treatment 
utilization and perceive an unmet need for 
their mental health care,” researchers wrote 
in the study.

Researchers used the nationally represen-
tative National Survey on Drug Use and Health 
to gauge mental health treatment use, unmet 
need, and the reasons for unmet need among 
women who were pregnant, compared with 
women who were not pregnant, who experi-
enced a major depressive episode. The data 
included 12,360 women of reproductive age, 
3% of whom were pregnant and 97% of whom 
were not. 

Some 51% of pregnant women, and 43% of 
women who were not pregnant but of repro-
ductive age, who reported a major depressive 

episode said they received no mental health 
treatment for it, researchers reported. Finan-
cial concerns appeared to be the primary 
reason for both groups of women for not 
receiving needed mental health care.

“It is surprising that 51% of pregnant women 
with [a] major depressive episode did not 
receive any mental health treatment,” study 
author Maria X. Sanmartin, PhD, told Psychi-
atric News.

Past-month substance abuse reported by 
pregnant women with a major depressive 
episode was high, with 23% reporting alcohol 
use, 17% reporting marijuana use, and 6% 
reporting misuse of prescription medications 
for pain, according to the Psychiatric News 
report. ■
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Major Depression During Pregnancy Commonly Goes Untreated
By Jolynn Tumolo 

Perinatal Psychopharmacology
FRIDAY, OCTOBER 4  |  9:15 A.M. — 10:30 A.M.

Decisions about treating pregnant and postpartum women with 
psychotropics are challenging, as human pregnancy and lactation data 
are often lacking or incomplete. The challenges and implications of a 
refined risk-benefit approach to the treatment of psychiatric disorders 
during pregnancy and the postpartum period will be discussed. Dr. 
Freeman is an Associate Professor of Psychiatry, Harvard Medical School, 
Boston, Massachusetts, the Abra Prentice Foundation Chair in Women's 
Mental Health at Massachusetts General Hospital (MGH), Boston, and 
the Medical Director of the MGH Clinical Trials Network and Institute 
(CTNI).
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Three consecutive days of oral can-
nabidiol (CBD) solution significantly 
reduced cravings and anxiety induced 

by drug cues in people with heroin use dis-
order who were abstinent from the drug, 
according to a study published online in The 
American Journal of Psychiatry.

The findings, researchers said, suggest a 
potential role for CBD as a treatment option 
for opioid abuse amid the current opioid 
epidemic.

“To address the critical need for new treat-
ment options for the millions of people and 
families who are being devastated by this 
epidemic, we initiated a study to assess the 
potential of a nonintoxicating cannabinoid 
on craving and anxiety in heroin-addicted 
individuals,” said study first author Yasmin 
Hurd, PhD, of the Mount Sinai school of med-

icine and director of the Addiction Institute 
of Mount Sinai in New York, New York.

After demonstrating CBD reduced the ten-
dency to use heroin in animals with a history 
of heroin self-administration and finding it 
safe to use in humans, researchers conduct-
ed the double-blind trial in 42 men and women 
with heroin use disorder who were abstinent 
from the drug. Participants were randomly 
assigned 400 mg of an oral CBD solution, 
800 mg of the oral CBD solution, or placebo 
over 3 consecutive days.

In contrast to placebo, people who received 
CBD demonstrated reduced cravings and 
anxiety up to 7 days after exposure to drug 
cues such as videos of people using intravenous 
and intranasal drugs or exposure to syringes, 
rubber ties, and other heroin-related para-
phernalia. According to the study, CBD also 

reduced cue-induced physiological measures 
of heart rate and salivary cortisol levels.

The study found no significant effects on 
cognition and no serious adverse events.

“Our findings indicate that CBD holds sig-
nificant promise for treating individuals with 
heroin use disorder,” Dr. Hurd said. “A suc-
cessful nonopioid medication would add 
significantly to the existing addiction medica-
tion toolbox to help reduce the growing death 
toll, enormous health care costs, and treatment 
limitations imposed by stringent government 

regulations amid this persistent opioid epi-
demic.” ■
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CBD Holds Promise for Treating Heroin Use Disorder
By Jolynn Tumolo

Solving Clinical Challenges in Substance Use Disorders
SATURDAY, OCTOBER 5  |  4:15 P.M. — 5:30 P.M.

Solving Clinical Challenges sessions address conundrums faced by 
attendees in managing patients. Dr. Podesta will discuss and respond to 
cases and issues from attendees surveyed prior to the conference. Dr. 
Podesta is an adult psychiatrist with subspecializations in addiction 
medicine, forensic psychiatry, and integrative and holistic medicine. 

psych congress snapshot  
related
Presentation at Psych Congress 2019  
by Arwen Podesta, MD, ABPN, FASAM, 
ABIHM

A single dose of the psychedelic drug 
methylenedioxymethamphetamine 
(MDMA) reopens the critical period 

for learning the reward value of social 
behaviors, which may explain why the drug 
has been successful in treating patients with 
post-traumatic stress disorder (PTSD), 
according to a study in Nature.

With MDMA considered a breakthrough 
therapy for PTSD, the US Food and Drug 
Administration is prioritizing clinical trials 
testing the drug.

“As we develop new therapies or determine 
when to give these therapies, it’s critical to 
know the biological mechanism on which 
they act,” said neuroscientist Gül Dölen, MD, 
PhD, assistant professor of neuroscience at 
the Johns Hopkins University School of 
Medicine in Baltimore, Maryland. 

In studies involving mice, Dr. Dölen and 
colleagues determined the critical period 
for learning social rewards is around puberty. 

To determine if they could reopen the criti-
cal period in adult mice, they administered 
a single dose and waited 48 hours for the 
drug to leave their system.

For at least 2 weeks, the mice formed 
positive associations between social interac-
tions and environments associated with 
companionship, researchers reported. Such 
behavior was not observed in mature mice 
who received saline injections.

“This suggests that we’ve reopened a 
critical period in mice,” Dr. Dölen said, “giv-
ing them the ability to learn social reward 
behaviors at a time when they are less inclined 
to engage in these behaviors.”

In mature mice given MDMA, oxytocin 
triggered signaling in the synapses that 
encode learning and memory—an occurrence 
not typical in mature mice, researchers 
explained.

Researchers believe the drug’s success in 
aiding PTSD treatment may be due to its 

ability to reopen the critical period for social 
reward learning in humans as well. By 
strengthening the bond between psycho-
therapist and patient, the drug may then 
allow more effective treatment to occur, they 
reasoned. ■
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MDMA May Reopen Critical Period for Social Reward Learning
By Jolynn Tumolo

Pharmacologic Approaches to Treating Trauma
THURSDAY, OCTOBER 3  |  4:00 P.M. — 5:15 P.M.

Dr. Stein is Distinguished Professor of Psychiatry and Family Medicine & 
Public Health and Vice Chair for Clinical Research in Psychiatry at the 
University of California San Diego and a Staff Psychiatrist at the VA San 
Diego Healthcare System. 
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A virtual reality (VR) test outperformed 
standard cognitive tests at identify-
ing patients at high risk of develop-

ing Alzheimer’s disease, according to a study 
published in the journal Brain.

“These results suggest a virtual reality test 
of navigation may be better at identifying 
early Alzheimer’s disease than tests we use 
at present in clinic and in research studies,” 
said researcher Dennis Chan, PhD, MD, from 
the department of clinical neurosciences at 
the University of Cambridge in the United 
Kingdom.

The study was based on evidence that a 
brain region known as the entorhinal cortex 
is involved in an internal positioning system 
that lets people know where they are, where 
they have been, and how to find their way 
around. The entorhinal cortex is also one of 
the first regions damaged in Alzheimer’s dis-
ease, which may explain why wandering is 
an early symptom of the disease.

Researchers developed a VR navigation 
task in which patients wear a VR headset and 
walk within a simulated environment. Because 
the task requires entorhinal cortex function, 
researchers hypothesized patients with early 

Alzheimer’s would have trouble completing 
it. 

Participants included 45 men and women 
with mild cognitive impairment—12 of whom 
had biomarkers of underlying Alzheimer’s 
disease in their cerebrospinal fluid—and 41 
age-matched healthy controls. All underwent 
the navigation task.

“Biomarker-positive patients exhibited 
larger errors in the navigation task than bio-
marker-negative patients, whose performance 
did not significantly differ from controls par-
ticipants,” researchers reported.

What’s more, the VR test was better at dif-
ferentiating between low and high risk of 
Alzheimer’s disease in patients with mild 
cognitive impairment than paper-based tests 
currently considered the gold standard for 
diagnosis of early Alzheimer’s.

“This study provides evidence that naviga-
tion tasks may aid early diagnosis of Alzheim-
er's disease,” researchers concluded, “and… 
provides the opportunity to answer the unmet 
need for translatable outcome measures for 
comparing treatment effect across preclinical 
and clinical trial phases of future anti-Alz-
heimer's drugs.” ■
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Virtual Reality IDs Patients at High Risk of Alzheimer’s Disease
By Jolynn Tumolo

Behavioral and Pharmacologic Approach to Agitation 
Associated With Major Neurocognitive Disorders
THURSDAY, OCTOBER 3  |  11:00 A.M. — 12:15 P.M.

This session will describe the various manifestations of agitation and 
psychosis associated with Alzheimer’s disease and other major 
neurocognitive disorders, and how best to assess their causes. Dr. 
Agronin will discuss the benefits and challenges of behavioral and 
pharmacologic treatments.
Dr. Agronin, a board-certified adult and geriatric psychiatrist, is Vice 
President for Behavioral Health and Clinical Research at Miami Jewish 
Health in Florida.
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Although historically more boys than 
girls die by suicide, the gender gap 
in youth suicide is shrinking, accord-

ing to a study published in JAMA Network 
Open.

“Overall, we found a disproportionate in-
crease in female youth suicide rates compared 
to males, resulting in a narrowing of the gap 
between male and female suicide rates,” said 
study lead author Donna Ruch, PhD, a post-
doctoral researcher in the Center for Suicide 
Prevention and Research at Nationwide Chil-
dren's Hospital, Columbus, Ohio.

Dr. Ruch and colleagues investigated youth 
suicide trends in the United States between 
1975 and 2016. The study included 85,051 
suicide deaths of youths age 10 through 19 
years. 

Researchers identified a downward trend 
in suicide rates for both sexes in the early 
1990s.

Since 2007, however, rates of suicide have 
increased for both sexes—but suicide rates 
among adolescent girls increased more. Girls 
between 10 and 14 years of age showed the 
largest percentage increase.

The study also found that rates of suicide 
by hanging or suffocation for girls are ap-
proaching those for boys.

“It is troubling that a growing proportion 

of female youth are choosing this more violent 
and lethal method, as it is well-documented 
that females have higher rates of attempted 
suicide. Most youth suicide decedents actu-
ally die on their first attempt, with the likeli-
hood of death on first attempt being associ-
ated with lethality of method,” researchers 
wrote.

“Consequently, a sustained shift toward a 
highly lethal method such as hanging or suf-
focation by female youth could have grave 
public health implications and drive elevations 
in the rates of female suicide.”

An invited commentary called for further 
investigation into the effects of social media 
on cognitive and emotional development of 
early adolescent girls and its potential role in 
the increased suicides.

“Social media use is more strongly associ-
ated with depression in girls compared with 
boys, and cyberbullying is more closely as-
sociated with emotional problems in girls 
compared with boys. Other work shows that 
girls with depression elicit more negative 
responses from peers on social media com-
pared with depressed boys,” wrote Joan Luby, 
MD, and Sarah Kertz, PhD, of Washington 
University School of Medicine, St Louis, Mis-
souri.

“These findings suggest that increased 

social media use may have a more deleterious 
effect on girls, providing one potential expla-
nation for why young girls may be increas-
ingly vulnerable to suicidal thoughts and 
behaviors.” ■
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Young Girls’ Suicide Rate Shows Unprecedented Growth
By Jolynn Tumolo

Vision Zero: A Model for Eliminating Suicide and 
Transforming Healthcare
FRIDAY, OCTOBER 4  |  10:45 A.M. — 12:00 P.M.

Suicide is becoming increasingly common in the United States and 
healthcare systems require a new approach to address this public health 
challenge. This session will inform participants of an approach to 
pursuing ideal health care known as Vision Zero, and how it is being 
applied to dramatically lower the rate of suicide. Dr. Coffey is affiliate 
professor of psychiatry and behavioral sciences at the Medical University 
of South Carolina, Mount Pleasant, and has expertise in neuropsychiatry 
and brain stimulation therapies. 
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BOSTON, Mass.—A multitude of factors 
contribute to a person being at risk 
of suicide, and clinicians need to 

understand those contributors to help prevent 
suicide, an expert told attendees at Elevate 
by Psych Congress.

“It is a health condition that we can do 
something about,” said Jill M. Harkavy-Fried-
man, PhD, vice president of research for the 
American Foundation for Suicide Prevention 
(AFSP,) which has partnered with Psych Con-
gress.

The best predictor of future suicidal be-
havior is past suicidal behavior, she explained 
in her presentation, “Suicide Prevention: 
Understanding and Approaching Suicide 
Risk.” About 40% of people who die by suicide 
have attempted it previously.

Mental health also plays a key role, Dr. 
Harkavy-Friedman said, explaining that 90% 
of people who die by suicide have some type 
of underlying mental health condition, 
although they may not be aware that they do.

About 60% of people who die by suicide 
have major depression or bipolar disorder, 

15% have psychosis, 10% have borderline 
personality disorder, and 6% have anxiety 
disorders or post-traumatic stress disorder, 
according to Dr. Harkavy-Friedman's presen-
tation. Nearly 30% are intoxicated at the time 
of the death. (However, most people with a 
mental health disorder do not attempt suicide 
or die by suicide.) 

Other contributing factors include: brain 
functions regarding decision-making and 
behavioral control, cognitive inflexibility, 
genetics, health factors, family history, social 
and environmental factors such as feeling 
disconnected, adverse life events, contagion, 
availability of means, and gender identity/
sexual orientation.

Dr. Harkavy-Friedman encouraged attend-
ees to assess patients’ suicidal behavior at 
intake, regularly, and at times of stress.

It is important to remember, she said, that 
while many people think about suicide (3.9% 
of the population per year) and some people 
attempt suicide (0.5% per year), very few 
people die by suicide (0.014% per year).

Although clinicians must respond when a 

patient talks about suicide, they should not 
panic, Dr. Harkavy-Friedman said.

“Inside they feel it’s never going to get bet-
ter. When you hear that, take a breath, say 
‘What’s going on? What makes you feel that 
way?’ ” she said. “You don’t say ‘Wait, let me 
call the police. We’re going to get the ambu-
lance here.’ Stop. Listen to them.”

Talking should be encouraged, she said, 
as the people who are thinking about suicide 
but not talking about it are often at the high-
est risk. ■

REFERENCES
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Understanding Risk Factors to Help Prevent Suicide
By Terri Airov 

WEDNESDAY, OCTOBER 2  |  8:40 A.M. — 12:25 P.M. & 2:00 P.M. — 
4:30 P.M.

Presented in partnership with the American Foundation for Suicide 
Prevention, this pre-conference will train mental health clinicians to 
effectively identify, manage, and treat patients at risk for suicide. Training 
modules include safety planning, risk assessment, psychopharmacology, 
and psychotherapy.
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Middle-age and older adults with 
chronic insomnia disorder are more 
likely to experience cognitive 

deficits, compared with people with insom-
nia symptoms alone or no sleep problems, 
according to a study published online in the 
journal Sleep.

Although previous studies have suggested 
links between insomnia and cognitive prob-
lems, results have been inconsistent, some 
study populations have been small, or people 
with chronic insomnia disorder have been 
lumped with those with insomnia symptoms 
and other contributing issues, such as chron-
ic pain or anxiety, said researcher Thien Thanh 
Dang-Vu, MD, PhD, of Concordia University 
in Montreal, Canada.

“The purpose of our study was therefore 
to determine the precise link between chron-
ic insomnia and cognitive function in a large 
sample of middle-age and elderly people while 
also accounting for the possible effect of these 
other health issues,” he said.

The study included 28,485 adults age 45 
and older from Canada, divided into 3 groups:

• participants with probable chronic insom-
nia disorder, characterized by trouble falling 

asleep or staying asleep at least 3 nights a 
week for more than 3 months with an impact 
on daytime functioning, such as mood, atten-
tion, and concentration;

• participants with insomnia symptoms, 
characterized by the presence of insomnia 
symptoms with no apparent impact on daytime 
functioning; and

• participants with normal sleep.
All participants completed questionnaires, 

physical exams, and a battery of neuropsy-
chological tests measuring cognitive function 
and sleep quality. Some 3.7% of the study 
population had probable chronic insomnia 
disorder, and 27.5% had insomnia symptoms 
alone.

“The individuals in the chronic insomnia 
group performed significantly worse on the 
tests compared to those from the other two 
groups. The main type of memory affected 
was declarative memory—the memory of 
items and events,” Dr. Dang-Vu said. “This was 
the case even after accounting for other fac-
tors, be they clinical, demographic, or lifestyle 
characteristics, which may influence cognitive 
performance.”

“Does chronic insomnia predispose people 

to cognitive decline? Can these cognitive 
deficits be reversed with sleep disorder treat-
ment?” he added. “There are many important 
questions that remain to be explored and that 
will have a major impact on the prevention 
and treatment of age-related cognitive 
disorders.” ■
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1. Cross NE, Carrier J, Postuma RB, et al. Association 

between insomnia disorder and cognitive function in 
middle-aged and older adults: a cross-sectional analy-
sis of the Canadian Longitudinal Study on Aging. 
Sleep. 2019 May 15;[Epub ahead of print].
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Study Finds Chronic Insomnia Impairs Cognitive Function
By Jolynn Tumolo

Cognitive Behavior Therapy for Insomnia for Those With 
Chronic Pain
SUNDAY, OCTOBER 6  |  9:00 A.M. — 10:15 A.M.

This session will review evidence that sleep problems are prevalent in 
those with chronic pain, sleep and pain are reciprocally related, and 
cognitive behavioral therapy for insomnia (CBT-I) helps with sleep and 
pain. Dr. Carney is an Associate Professor and Director of the Sleep and 
Depression Laboratory at Ryerson University, Toronto, Canada.
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An analysis of 1 million urine drug test 
results has found steep increases in 
the presence of nonprescribed fen-

tanyl in tests that are positive for cocaine or 
methamphetamine.

The report, from drug testing company 
Millennium Health, adds to the accumulating 
evidence that the presence of fentanyl has 
become an important concern for the stimu-
lant-using population as well as for opioid 
users.

What these analyses cannot pinpoint is the 
degree to which use of fentanyl in the stimu-
lant-using population reflects unwitting use 
of adulterated cocaine and methamphetamine 
or intentional “speedballing” of a stimulant 
and an opioid together. Nonetheless, the results 
of the Millennium Health study and other 
recent analyses suggest that some of the 
overdose prevention strategies that target 
opioid users likely should be extended to the 
stimulant-using population as well.

For example, “the stimulant user population 
may benefit from access to naloxone,” Leah 
LaRue, PharmD, Millennium Health's associ-
ate director of clinical affairs, said.

Published online in JAMA Network Open, 
the study looked at patient specimens submit-

ted between January 2013 and September 
2018 for urinalysis by a wide variety of health 
providers. The median age of the population 
studied was 44, and 55% were women.

Total rates of positives were 4% for cocaine, 
3.1% for methamphetamine, and 1.4% for 
fentanyl. Among tests positive for cocaine, 
the presence of nonprescribed fentanyl in-
creased from 0.9% in 2013 to 17.6% in 2018, 
and the presence of nonprescribed fentanyl 
in tests positive for methamphetamine in-
creased from 0.9% in 2013 to 7.9% in 2018.

“The magnitude was surprising,” LaRue 
says of the increases.

In the 2018 data, rates of nonprescribed 
fentanyl in cocaine were highest in specimens 
collected from substance use treatment 
programs.

Authors of the study wrote that “clinicians 
need to be aware that patients presenting for 
treatment for suspected drug overdose or 
substance use disorder may have been 
exposed, knowingly or unknowingly, to mul-
tiple substances, including the combination 
of stimulants and opioids.”

The authors pointed out that regardless of 
whether the use of fentanyl among stimulant 
users is intentional, dependence and overdose 

risk is heightened when these drugs are com-
bined. For stimulant users who may be opioid-
naïve before being exposed to fentanyl, adverse 
effects may be greater because of a lack of 
opioid tolerance.

While the question of whether most of this 
concomitant use is attributable to unwitting 
use or intentional speedballing remains open, 

LaRue says these findings at least point to an 
opportunity for substance use treatment 
professionals to educate patients and other 
health providers about the relevant risks. ■

REFERENCE
1.  LaRue L, Twillman RK, Dawson E, et al. Rate of fentanyl 

positivity among urine drug test results positive 
for cocaine or methamphetamine. JAMA Network 
Open. 2019 April 26;[Epub ahead of print].

Fentanyl Has Become a Prominent Danger for Stimulant Users
By Gary A. Enos 

Stimulant Use Disorder: Clinical Issues and Treatment 
Challenges
FRIDAY, OCTOBER 4  |  3:15 P.M. — 4:30 P.M.

This session will describe diagnostic considerations and clinical effects 
of stimulant use disorder, review off-label pharmacotherapy options with 
preliminary evidence, and discuss factors to consider in choosing a 
treatment. Dr. Mooney, an addiction psychiatrist, is Associate Clinical 
Professor of Psychiatry at the University of California, Los Angeles.
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Two long-acting injectables dem-
onstrated improvements in schizo-
phrenia symptoms for 6 months in a 

study that followed patients who started the 
medication during a hospital stay and con-
tinued treatment in outpatient settings.

The multisite phase 3b study randomized 
200 patients to aripiprazole lauroxil (Aristada) 
or paliperidone palmitate (Invega Sustenna) 
to evaluate the efficacy, safety, and tolerabil-
ity of each treatment, announced Alkermes, 
maker of Aristada.

The study met its prespecified primary 
endpoint, with both medications demonstrat-
ing statistically significant reductions in 
Positive and Negative Syndrome Scale (PANSS) 
total scores at Week 4. Scores were down 17.4 
points for the Aristada group and 20.1 points 
for the Invega Sustenna group. 

The scores continued to improve at Week 
9 and Week 25, the study's prespecified sec-
ondary endpoints. At Week 9, they were down 
19.8 points for the Aristada group and 22.5 

points for the Invega Sustenna group. At Week 
25, the Aristada group had a reduction of 23.3 
points and the Invega Sustenna group’s score 
was down 21.7 points.

Improvements in PANSS total scores were 
not statistically different between the groups 
in any assessment in the study, according to 
a statement from Alkermes.

The most common adverse events were 
injection site pain (17.2% of the Aristada group 
and 24.8% of the Invega Sustenna group), 
weight gain (9.1% of the Aristada group and 
16.8% of the Invega Sustenna group), and 
akathisia (9.1% of the Aristada group and 10.9% 
of the Invega Sustenna group). Overall, 56.6% 
of patients in the Aristada group and 42.6% 
of patients in the Invega Sustenna group 
completed the study. ■

REFERENCES
1. Alkermes announces positive topline results from in-

novative study of Aristada and Invega Sustenna for 
the treatment of schizophrenia [press release]. Dub-
lin, Ireland: Alkermes plc; April 9, 2019.

Two Long-Acting Antipsychotics Show Similar, Positive Results in 6-Month 
Study
By Terri Airov 

Modernizing Schizophrenia Care: Pharmacotherapy 
Innovations & Clinical Implications
SUNDAY, OCTOBER 6  |  9:00 A.M. — 10:15 A.M.

Treating schizophrenia can be challenging, due to the disorder’s broad 
spectrum of symptoms and the persistent struggle with nonadherence. 
New insights into the pathophysiology of the disorder and receptor 
pharmacology have led to the emergence of novel antipsychotics and a 
variety of formulations. This session will provide an understanding of the 
biologic rationale, clinical evidence, and side effect profile of new and 
emerging agents and offer actionable strategies to promote patient 
engagement and adherence necessary to optimize treatment plans and 
maximize the likelihood of treatment success.
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More than half of studies in a sys-
tematic review found that regulat-
ing intestinal microbiota by adjust-

ing diet or taking probiotic supplements 
reduced symptoms of anxiety, according to 
results published in General Psychiatry.

The systematic review included 21 studies 
that involved 1503 participants. Fourteen of 
the studies used probiotics (7 used 1 probi-
otic, 2 used 2 kinds of probiotics, and 5 used 
supplements containing at least 3 types of 

probiotics) and 7 used nonprobiotic interven-
tions, such as dietary change, to regulate 
intestinal microbiota.

In all, 11 of the 21 studies, or 52%, found 
regulating intestinal microbiota had a positive 
effect on anxiety symptoms. 

Six of the 7 studies that used nonprobiotic 
interventions, or 86%, found the approach to 
be effective for reducing anxiety, compared 
with 36% of studies that used probiotics as 
an intervention, researchers reported. In the 

5 studies that used treatment as usual in ad-
dition to interventions to regulate intestinal 
flora, only nonprobiotic interventions were 
associated with a decrease in symptoms.

The fact that nonprobiotic interventions 
outperformed probiotic interventions may 
suggest that alteration of diet, a diverse energy 
source, may do more to influence gut bacte-
ria than introducing specific bacteria types 
through a probiotic supplement, researchers 
reasoned. In studies that used several types 

of probiotics, the various types may have 
fought one another, they added, or interven-
tion times in the studies may have been too 
short to significantly increase the abundance 
of probiotic bacteria imported. ■

REFERENCES
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testinal microbiota on anxiety symptoms: a system-
atic review. General Psychiatry. 2019;32:e100056.

2. Anxiety might be alleviated by regulating gut bac- 
teria [press release]. London, United Kingdom: BMJ; 
May 20, 2019.

Regulating Gut Bacteria May Ease Anxiety
By Jolynn Tumolo

Solving Clinical Challenges in Generalized Anxiety 
Disorder
THURSDAY, OCTOBER 3  |  2:30 P.M. — 3:45 P.M.

Solving Clinical Challenges sessions address conundrums faced by 
attendees in managing patients. Dr. Stein will discuss and respond to 
cases and issues from attendees. Dr. Stein is Distinguished Professor of 
Psychiatry and Family Medicine & Public Health and Vice Chair for 
Clinical Research in Psychiatry at the University of California San Diego 
and a Staff Psychiatrist at the VA San Diego Healthcare System. 
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The risk of developing bipolar disorder 
was more than double in women who 
received a hysterectomy, compared 

with those who did not undergo the proce-
dure, in a study published online in Depres-
sion and Anxiety.

“Knowledge about how surgical or natural 
hormonal withdrawal influences mood is 
fundamental and emphasizes the importance 
of coordinated psychiatric and gynecologi-
cal care,” researchers wrote.

The study compared 4337 women in Tai-
wan between 30 and 50 years of age who 
received a hysterectomy with 17,348 women 
matched for age who did not undergo a hys-
terectomy. Over nearly 8 years of follow-up, 
20 women who had a hysterectomy and 28 
women who did not receive a hysterectomy 
developed bipolar disorder.

Nineteen of the 20 women who developed 
bipolar disorder after hysterectomy were 
diagnosed more than 1 year after the proce-
dure, according to Psychiatric News coverage 

of the study. 
Women who underwent a hysterectomy 

were more than twice as likely to develop 
bipolar disorder, the study found. Endome-
triosis and Premarin (conjugated estrogen 
tablets) use at the time of the hysterectomy 
tripled the incidence of bipolar disorder, 
researchers found.

Women taking estradiol at the time of 
their hysterectomy and women taking Pre-
marin who did not undergo a hysterectomy 
did not have an increased risk of bipolar 
disorder, Psychiatric News reported. Mean-
while, women with endometriosis and no 
hysterectomy had a slightly elevated risk of 
bipolar disorder. ■

REFERENCES
1.  Shen YC, Chen W, Tsai IJ, Wang JH, Lin SZ, Ding 

DC. Association of hysterectomy with bipolar disor-
der risk: a population-based cohort study. Depres-
sion and Anxiety. 2019 April 26;[Epub ahead of 
print].

2.  Hysterectomy associated with increased risk of bi-
polar disorder, study suggests [press release]. 
Psychiatric News. May 6, 2019.

Hysterectomy Associated With Increased Risk of Bipolar Disorder
By Jolynn Tumolo 

The Great Debate in Contemporary Psychiatry: Is Bipolar 
Disorder Under-Diagnosed or Over-Diagnosed?
FRIDAY, OCTOBER 4  |  4:45 P.M. — 5:45 P.M.

Drs. Ghaemi and Robb will debate on the issue of whether bipolar 
disorder is under-diagnosed or over-diagnosed in the United States. 
Attendees will have the opportunity to vote on the winning argument. 
Dr. Ghaemi is Professor of Psychiatry at Tufts University and on the 
faculty of Harvard Medical School in Boston, Massachusetts. Dr. Robb is 
Professor of Child and Adolescent Psychiatry at George Washington 
University and the Children’s National Health System in Washington, DC.
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Saying that the harms of restricting 
buprenorphine prescribing are now 
outweighing the benefits of regula-

tion, leading health officials in 18 states are 
asking the federal government to consider 
giving physicians more leeway in prescrib-
ing the evidence-based treatment for opioid 
use disorder (OUD).

In a letter to Health and Human Services 
(HHS) Secretary Alex Azar, the state health 
directors say that absent more dramatic 
action by Congress, HHS should allow pro-
viders who are newly waived to prescribe 
buprenorphine for up to 100 patients 
immediately, up from the current 30-patient 
limit in the first year.

The officials also would like to see greater 
flexibility in the short-term prescribing of 
buprenorphine to mitigate opioid with- 

drawal, to serve as a more effective bridge 
as patients try to secure ongoing treatment 
for OUD.

“The current requirements to obtain a 
waiver to prescribe buprenorphine under 
the Drug Addiction Treatment Act (DATA 
2000) place limits on the medical commu-
nity's capacity to respond to the needs of 
opioid-dependent individuals,” the letter to 
Azar states. The DATA 2000 regulatory frame-
work was implemented prior to the current 
wave of opioid addiction.”

Health officials in the District of Columbia 
and the US territories of Puerto Rico, Palau, 
and the Virgin Islands also signed on to the 
letter. 

In recent months, there has been a grow-
ing call in many circles to revisit various 
regulations that restrict the prescribing of 

agonist medications for the treatment of 
OUD. Other leaders have suggested that the 
gravity of the opioid crisis justifies re- 
examination of regulations that restrict the 
dispensing of methadone to highly controlled 
clinic settings.

In the letter to Azar, the state officials 
argue that knowledge around the effective-
ness of buprenorphine has expanded even 
since amendments to DATA 2000 to expand 
prescribing were adopted in 2016. “For ex-
ample, we have learned that buprenorphine, 
even in the absence of comprehensive ser-
vices, is highly effective in preventing mor-
bidity and mortality associated with OUD,” 

the letter states. “Furthermore, the number 
of buprenorphine-associated deaths is 
dwarfed by those related to full agonist 
opioids.”

The officials argue that the ideal approach 
would be for Congress to eliminate the DATA 
2000 waiver requirements and allow all 
Drug Enforcement Administration (DEA)-
registered practitioners to prescribe 
buprenorphine. They also want a longstand-
ing regulation to be modified to allow for 
the prescribing of a 2- to 4-week supply of 
buprenorphine to mitigate opioid with-
drawal while a patient seeks to find ongoing 
treatment. ■

State Leaders: Gravity of Opioid Crisis Justifies Rethinking Restrictions on 
Buprenorphine
By Gary A. Enos 

What You Need to Know About Buprenorphine Treatment 
for Opioid Use Disorder
THURSDAY, OCTOBER 3  |  9:30 A.M. — 10:45 A.M.

Clinicians may treat opioid dependency with buprenorphine products if 
they meet certain requirements and complete the necessary training. 
The use of medication-assisted treatment, such as buprenorphine, has 
proven to be an effective intervention. In this session, experts will review 
what you need to know about buprenorphine training.
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Deep transcranial magnetic stimulation 
(dTMS) may help the many patients 
with obsessive-compulsive disorder 

(OCD) who have an inadequate response to 
medication or psychological interventions, 
according to a study published online in The 
American Journal of Psychiatry.

“Obsessive-compulsive disorder is a chron-
ic and disabling condition that often responds 
unsatisfactorily to pharmacological and psy-
chological treatments,” researchers wrote. 
“Converging evidence suggests a dysfunction 
of the cortical-striatal-thalamic-cortical circuit 
in OCD, and a previous feasibility study indi-
cated beneficial effects of dTMS targeting 
the medial prefrontal cortex and the anterior 
cingulate cortex.”

Researchers investigated the efficacy of 
dTMS in 99 patients with OCD at 11 centers. 
The double-blind trial randomized patients 
to 29 treatment sessions with either high-

frequency (20 Hz) dTMS or sham dTMS over 
6 weeks. Before and during each session, 
researchers provoked OCD thoughts in par-
ticipants, according to Psychiatric News.

Patients who received active dTMS had 
significantly greater score reductions on the 
Yale-Brown Obsessive Compulsive Scale com-
pared with patients who received sham dTMS. 
The average drop with active dTMS was 6 
points and with sham dTMS it was 3.3 points. 

Rates of treatment response—defined as a 
30% or more drop on the Yale-Brown scale—
were 38.1% with active dTMS and 11.1% with 
sham dTMS. Four weeks after the last treat-
ment, response rates with active dTMS were 
45.2% and 17.8% with sham treatment. ■
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Deep TMS Reduces Symptoms of Treatment-Refractory OCD
By Jolynn Tumolo

Top 5 Complex Patients With OCD
THURSDAY, OCTOBER 3  |  9:30 A.M. — 10:45 A.M.

This session will review the clinical presentation and treatment of 
obsessive-compulsive disorder (OCD) and how that presentation is often 
more difficult in reality than in textbooks. Five patients with OCD, 
including those with difficult-to-treat comorbidities and those who have 
been refractory to treatments, will be discussed. Dr. Grant is a Professor 
of Psychiatry & Behavioral Neuroscience at the University of Chicago.
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Day 1 Thursday, October 3
6:45 A.M.—8:00 A.M. I N N O V A T I O N  T H E A T E R  B R E A K F A S T  ( N O N - A C C R E D I T E D )

8:00 A.M.—8:15 A.M. B R E A K

8:15 A.M.—9:15 A.M. W E L C O M E  S E S S I O N
Future Psychiatry: A Technological and Neuroscientific Convergence

9:15 A.M.—9:30 A.M. B R E A K

9:30 A.M.—10:45 A.M. Good Psychiatric Management (GPM): 
A “Good Enough” Approach to Treating 
Borderline Personality Disorder

Top 5 Complex Patients With OCD Top 10 Drug Combinations in MDD: Past, 
Current, and Future

What You Need to Know About 
Buprenorphine Treatment for Opioid Use 
Disorder

10:45 A.M.—11:00 A.M. B R E A K

11:00 A.M.—12:15 P.M. Behavioral and Pharmacologic Approach 
to Agitation Associated With Major  
Neurocognitive Disorders

Borderpolar: Diagnosis and Treatment of 
Patients with Bipolar Disorder and  
Borderline Personality Disorder

Most Common Drug-Drug Interactions in 
Psychiatry and How to Avoid

Where to Next? Transition of Care for 
Patients With Severe and Persistent 
Mental Illness

12:15 P.M.—12:30 P.M. B R E A K

12:30 P.M.—2:15 P.M. I N D U S T R Y – S U P P O R T E D  S Y M P O S I A
TD360: Practical Strategies for Patient Follow-up and Long-Term VMAT2 Inhibitor Treatment

2:15 P.M.—2:30 P.M. B R E A K

2:30 P.M.—3:45 P.M. Solving Clinical Challenges in Generalized Anxiety 
Disorder

Innovative Non-Opioids for Chronic Pain: Lofexidine, 
Ketamine, and Cannabidiol

When Does a Difference Make a Difference? Everything 
You Always Wanted to Know About Effect Sizes, but 
Were Afraid to Ask

3:45 P.M.—4:00 P.M. B R E A K

4:00 P.M.—5:15 P.M. Pharmacologic Approaches to Treating Trauma Top 5 Issues Clinicians Should Know about Ketamine 
Therapy

The Therapeutic Relationship in Cognitive Behavior 
Therapy

5:15 P.M.—5:30 P.M. B R E A K

5:30 P.M.—6:30 P.M. F E A T U R E D  S E S S I O N  M D M A - A S S I S T E D  P S Y C H O T H E R A P Y  F O R  P T S D :  T O  P H A S E  3  A N D  B E Y O N D

6:30 P.M.—6:45 P.M. B R E A K

6:45 P.M.—8:15 P.M. O P E N I N G  N I G H T  R E C E P T I O N  I N  T H E  E X H I B I T  H A L L

8:30 P.M.—10:30 P.M. P S Y C H  C O N G R E S S  R E C E P T I O N  A T  H A R D  R O C K  H O T E L  S A N  D I E G O  F L O A T  R O O F T O P  B A R

Day 2 Friday, October 4
7:15 A.M.—9:00 A.M. I N D U S T R Y - S U P P O R T E D  S Y M P O S I A  B R E A K F A S T

9:00 A.M.—9:15 A.M. B R E A K

9:15 A.M.—10:30 A.M. Addressing Patient Adherence in Bipolar 
Disorder I: Managing Comorbidities and 
Increasing Functional Ability

What You Need to Know About Treating 
Patients With PTSD and Substance Use 
Disorder 

Perinatal Psychopharmacology The New Clinical Science of ECT

10:30 A.M.—10:45 A.M. B R E A K

10:45 A.M.—12:00 P.M. A Real Chill Pill: The Power of Mindfulness 
in the Treatment of Anxiety Disorders

Solving Clinical Challenges in 
Treatment-Resistant Depression

Vision Zero: A Model for Eliminating 
Suicide and Transforming Healthcare

What Should a Psychiatrist Know About 
Genetics?

12:00 P.M.—12:15 P.M. B R E A K

12:15 P.M.—1:30 P.M. I N N O V A T I O N  T H E A T E R  L U N C H  ( N O N - A C C R E D I T E D )

12:15 P.M.—3:00 P.M. E X H I B I T  H A L L  A N D  P O S T E R  P A V I L I O N

1:45 P.M.—2:15 P.M. I N N O V A T I O N  S H O W C A S E  ( N O N - A C C R E D I T E D )  I N  E X H I B I T  H A L L

1:30 P.M.—3:00 P.M. P O S T E R  P R E S E N T A T I O N S

3:00 P.M.—3:15 P.M. B R E A K

3:15 P.M.—4:30 P.M. Confused About Cannabidiol (CBD)? A
Scientific and Rational Examination of Its
Risks and Benefits in Psychiatry

Stimulant Use Disorder: Clinical Issues 
and Treatment Challenges

Traumatic Stress Recovery: Psycho-
therapeutic Interventions Utilizing 
Client-Centered, Multicultural, and 
Developmental Approaches

Clinical Challenges in MDD: Addressing 
the Needs of Patients with Comorbid 
Disorders

4:30 P.M.—4:45 P.M. B R E A K

4:45 P.M.—5:45 P.M. F E A T U R E D  S E S S I O N  T H E  G R E A T  D E B A T E  I N  C O N T E M P O R A R Y  P S Y C H I A T R Y:  
I S  B I P O L A R  D I S O R D E R  U N D E R - D I A G N O S E D  O R  O V E R - D I A G N O S E D ?

5:45 P.M.—6:00 P.M. B R E A K

6:00 P.M.—7:30 P.M. E X H I B I T  H A L L  R E C E P T I O N  A N D  P O S T E R  G A L A

6:15 P.M.—7:15 P.M. I N N O V A T I O N  S H O W C A S E  ( N O N - A C C R E D I T E D )  I N  E X H I B I T  H A L L

7:30 P.M.—7:45 P.M. B R E A K

7:45 P.M.—9:00 P.M. I N N O V A T I O N  T H E A T E R  D I N N E R  ( N O N - A C C R E D I T E D )

Schedule at a Glance
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Day 3 Saturday, October 5
7:15 A.M.—9:00 A.M. I N D U S T R Y - S U P P O R T E D  S Y M P O S I A  B R E A K F A S T

9:00 A.M.—9:15 A.M. B R E A K

9:15 A.M.—10:30 A.M. Controversies in the Treatment of  
Transgender Children and Adolescents

Psilocybin-Assisted Psychotherapy for Psychiatric Illness: 
Research Update

What’s New in ADHD: Focus on New Medications

10:30 A.M.—10:45 A.M. B R E A K

10:45 A.M.—12:00 P.M. All Grown Up: Autism Spectrum Disorders in Adults—
Controversies and Opportunities

Approaches to Substance Use Disorders in Adolescents When First-line Treatments Fail in Bipolar Disorder:  What 
Should You Do?

12:00 P.M.—12:15 P.M. B R E A K

12:15 P.M.—1:30 P.M. I N N O V A T I O N  T H E A T E R  L U N C H  ( N O N - A C C R E D I T E D )

12:15 P.M.—2:30 P.M. E X H I B I T  H A L L  A N D  P O S T E R  P A V I L I O N

1:45 P.M.—2:15 P.M. I N N O V A T I O N  S H O W C A S E  ( N O N - A C C R E D I T E D )

1:30 P.M.—2:30 P.M. P O S T E R  P R E S E N T A T I O N S

2:30 P.M.—2:45 P.M. B R E A K

2:45 P.M.—4:00 P.M. Complex Patients in Insomnia: Top 5 Dos and Don’ts 
When a Patient Fails First-line Insomnia Therapy

Trends in Mental Health Malpractice: A Tale of Sex and 
Violence

What to do When an Antidepressant is Effective, but Your 
Patient Has Sexual Dysfunction

4:00 P.M.—4:15 P.M. B R E A K

4:15 P.M.—5:30 P.M. Faded Love: A Critical Look at the Strengths and 
Weaknesses of Antidepressants for the Treatment of 
Major Depression

Novel Approaches to Improving Medication 
Follow-through and Outcomes

Solving Clinical Challenges in Substance Use Disorders

5:30 P.M.—5:45 P.M. B R E A K

5:45 P.M.—6:45 P.M.
F E A T U R E D  S E S S I O N   S C H O O L  S H O O T E R S :  T O R M E N T E D  T E E N S  O R  C O L D - B L O O D E D  K I L L E R S ?

6:45 P.M.—7:00 P.M. B R E A K

7:00 P.M.—8:15 P.M.
I N N O V A T I O N  T H E A T E R  D I N N E R  ( N O N - A C C R E D I T E D )

Day 4 Sunday, October 6
7:15 A.M.—7:30 A.M. D I S C U S S I O N  W I T H  C O N F E R E N C E  C O - C H A I R S

7:30 A.M.—8:45 A.M. I N N O V A T I O N  T H E A T E R  B R E A K F A S T  ( N O N - A C C R E D I T E D )

8:45 A.M.—9:00 A.M. B R E A K

9:00 A.M.—10:15 A.M. Cognitive Behavior Therapy for Insomnia for Those With 
Chronic Pain

Modernizing Schizophrenia Care: Pharmacotherapy 
Innovations & Clinical Implications 

Age-Related Cognitive Decline: Clinical Applications of 
New Research

10:15 A.M.—10:30 A.M. B R E A K

10:30 A.M.—11:45 A.M. Solving Clinical Challenges in Bipolar Disorder —Mixed Episodes Caught Between a Rock and a Hard Place: Examining the Risks and 
Benefits of Benzodiazepines

11:45 A.M.—12:00 P.M. B R E A K

12:00 P.M.—1:15 P.M.
I N N O V A T I O N  T H E A T E R  L U N C H  ( N O N - A C C R E D I T E D )

1:15 P.M.—1:30 P.M. B R E A K

1:30 P.M.—2:45 P.M. How Taking an Evolutionary Perspective Can Change How We Think About Mental Illnesses: Focus on Major Depression

2:45 P.M.—4:00 P.M. Healing Our Healers—Preventing Physician Suicide

4:00 P.M.—4:15 P.M. P S Y C H  C O N G R E S S  2 0 1 9 :  F I N A L  T H O U G H T S  A N D  P A N E L  D I S C U S S I O N

With nearly 55 sessions spread across numerous dynamic tracks, navigating through the full 
Psych Congress scientific program can be a very daunting task. To ensure you are getting the 
most out of Psych Congress, plan out your agenda before the meeting.

Agenda subject to change.  
Please visit psychcongress.com/2019 or download the conference mobile app for the latest agenda.
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The lifetime prevalence of a substance 
use disorder (SUD) hovers around 
20% in the general population. The 

lifetime prevalence of chronic pain is about 
the same.

Rates of both are much higher, however, 
in the psychiatric patient population.

“The overlap of these two disorders with 
other major psychiatric disorders such as 
depression, psychosis (schizophrenia), and 
post-traumatic stress disorder is substan-
tial,” said Thomas R. Kosten, MD, professor 
of psychiatry, pharmacology, and neuro-
science at Baylor College of Medicine in 
Houston, Texas. “Eighty percent of patients 
with schizophrenia and 35% of patients with 
major depression smoke. For alcohol and 
marijuana, the rates are also high, with about 
20% to 30% of patients with major psychi-
atric disorders also having these SUDs.”

“Thus, having either a SUD or chronic 
pain—and often, both—occurs in about half 
of patients with major psychiatric disorders.”

During an upcoming session at Psych 
Congress, Dr. Kosten will coach mental 
health professionals on the ins and outs of 
treating patients with psychiatric disorders 
and chronic pain in the presence of SUDs.

As the United States continues to reckon 
with the opioid epidemic, mental health 
providers seeing patients with chronic pain 
syndromes are left with a tricky task: man-
aging psychiatric disorders, finding non-
opioid ways to ease benign physical pain, 
and recognizing and addressing any opioid 
use disorders that may have developed 
through years of medically sanctioned opi-
oid prescriptions.

“The issue is simply that chronic benign 
pain has been incorrectly treated with chron-

ic high doses of opioids based on misinfor-
mation from the pharmaceutical industry,” 
Dr. Kosten said.

“Reversing that pain epidemic requires 
treating the opioid use disorders that have 
been produced, as well as understanding 
the substantial number of psychiatric 
disorders, such as depressive and anxiety 
disorders, that have amplified these chron-
ic pain conditions, such as chronic fatigue 
syndrome, low back pain, frequent recur-
rent headaches, peripheral neuropathies, 
and various gastrointestinal syndromes.” 

The first step? Recognition of patients 
dealing with SUDs.

“The SUD can be worsened by being 
ignored. The SUD related to stimulants can 
be facilitated by prescribing stimulants for 
attention-deficit/hyperactivity disorder 
(ADHD), particularly in adults.  The 
SUD related to opioids is worsened by pre-
scribing opioids to the patient when anti-
depressants or other medications are indi-
cated,” explained Dr. Kosten. 

“Overall, SUDs have symptoms quite sim-
ilar to depression and anxiety disorders, 
and the appropriate treatment is to stop the 
abused drug, not add other medications 
that can worsen symptoms.”

In a patient with anxiety and depression 
caused by alcoholism, alcohol treatment 
and detoxification are indicated, he pointed 
out, not benzodiazepines. The wrong treat-
ment can wreak havoc in the presence of a 
SUD and can cause worsening of depression 
and anxiety, drug side effects, medication 
nonadherence, SUD progression, or even 
overdose.

Dr. Kosten’s session, being presented on 
October 3, will cover the complications that 
opioids bring to various brain and body 
systems when they’re used to reduce chronic 
pain, as well as alternatives to using opioids 
for chronic pain—including the potential of 
cannabinoids and data supporting their 
limited, specific use. Treatments for opioid 
use disorder, including medical withdrawal 
and relapse-prevention therapies, will also 
be presented.

“The co-occurrence of SUDs with psych 
disorders is not primarily due to opioids, but 
opioids are strong contributors to the triple 
comorbidity of SUDs, chronic pain, and psy-
chiatric disorders,” he said. “Different drugs 
have taken the lead at different times, such 
as opioids in the current epidemic, stimulants 
in the previous epidemic, and in a rapidly 
evolving, new epidemic with amphetamines.”

Dr. Kosten has logged more than 40 years 
focusing on the treatment of people with 

SUDs. While in medical school at Cornell-
Rockefeller University in New York City, he 
worked with the husband-wife team of Vin-
cent Dole, MD (winner of the Lasker Award 
for Clinical Medical Research), and Marie 
Nyswander, MD, in developing methadone 
treatment for adolescents with heroin 
addiction. Dr. Kosten then moved on to study 
psychiatry at Yale University, New Haven, 
Connecticut, and continued working in SUD 

drug development throughout his career. 
He has developed naltrexone and buprenor-
phine treatment for opioid use disorders 
and is currently working on vaccines for 
SUDs involving opioids and stimulants.

Dr. Kosten welcomes questions about the 
lecture and patient cases from attendees 
during the question-and-answer session 
that will follow his presentation at Psych 
Congress. ■

Innovative Non-Opioids for Chronic Pain: Lofexidine, 
Ketamine, and Cannabidiol
THURSDAY, OCTOBER 3  |  2:30 P.M. — 3:45 P.M.

Mental health and primary care professionals are confronted with 
substance use disorders (SUDs) in at least half of their patients with 
major psychiatric disorders and/or chronic pain syndromes. In this 
session, Dr. Kosten will review pharmacotherapies for chronic pain and 
psychiatric disorders that are complicated by SUDs such as opioid use 
disorder. He also will discuss the management of patients who are in 
opioid withdrawal and explore the use of non-opioid, alternative 
medications for pain, such as ketamine and cannabinoids, and their 
potential abuse liability.

psych congress snapshot

Dr. Thomas Kosten’s Presentation

Thomas R. Kosten, MD

The Triple Threat of Substance Abuse, Chronic Pain, and Psychiatric Disorders
SUD AND CHRONIC PAIN RATES ELEVATED IN PSYCHIATRIC PATIENTS
By Jolynn Tumolo

Different drugs have 
taken the lead at 
different times, such as 
opioids in the current 
epidemic, stimulants in 
the previous epidemic, 
and in a rapidly evolving, 
new epidemic with 
amphetamines.
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Upon completing his psychiatric resi-
dency at Columbia University in New 
York City some 40 years ago, John 

Nurnberger Jr., MD, PhD, took the road less 
traveled. He indulged his curiosity about the 
genetics of psychiatric disorders by taking a 
medical officer position at the National Insti-
tute of Mental Health.

“Although psychiatric genetics was very 
interesting to me as a scientist, it was not 
something that had a lot of clinical relevance 
at that time,” Dr. Nurnberger recalled. “Psy-
chiatrists who were not heavily invested in 
understanding the biochemistry of these 
disorders may not have chosen to give a lot 
of attention to this field because it didn’t make 
any difference for them in their practice, apart 
from the fact of the familial concentration of 
disorders.”

“The actual mechanics of gene differences 
in patients and controls was not something 
that was important for practicing psychiatrists 
to know. It just wasn’t something that came 
up,” he said.

But times change.
“Now it does,” Dr. Nurnberger added. “That’s 

the difference.”
Today, some patients are as apt to arrive in 

the clinic with genetic test results from 
23andMe or a pharmacogenomic testing com-
pany as they are a symptom list. Consequent-
ly, mental health providers may quickly find 
themselves in uncharted and uncomfortable 
terrain, not quite sure of the role genetics is 
ready to play in modern-day psychiatry.

Dr. Nurnberger will brief providers on the 
current clinical relevance of psychiatric 
genetics during his “What Should a Psychia-
trist Know About Genetics?” talk at Psych 
Congress. A distinguished professor of psy-

chiatry at the Indiana University School of 
Medicine in Indianapolis, Dr. Nurnberger has 
remained involved in psychiatric genetics 
research throughout his career. For the past 
several years, he’s chaired an International 
Society of Psychiatric Genetics (ISPG) com-
mittee tasked with bridging the gap between 
psychiatric genetics evidence and its role in 
everyday psychiatric practice.

“The ISPG Residency Education Commit-
tee consists of 10 to 15 investigators in psy-
chiatric genetics from the United States and 
other countries who try to collate the literature 
and sort out what would be most useful for 
psychiatrists just entering practice to know,” 
Dr. Nurnberger explained.

Over the past year, the committee has pub-
lished two papers—one in the Journal of Clin-
ical Psychiatry1 and the other in JAMA Psy-
chiatry2—explaining specific genetic findings 
applicable to current psychiatry practice.

“In child-onset disorders, particularly au-
tism spectrum disorders and intellectual dis-
ability, genetic testing is not only useful but 
also regarded as an essential part of the eval-
uation,” explained Dr. Nurnberger.

“Probably 10% of people with autism spec-
trum disorders and maybe up to 50% of indi-
viduals with intellectual disabilities have 
specific genetic abnormalities that are called 
copy number variants, which are small 
deletions and duplications in their genome,” 
he said. “These alter the evaluation and may 
give a specific genetic answer that explains 
a lot of the pathology and guides further 
evaluation of other organ systems, and in 
some cases, management and treatment.”

Dr. Nurnberger’s session also will coach 
providers on when and how pharmaco-
genomic testing can be used to influence 
treatment decisions. For example, a genetic 
test may reveal a patient with major depres-
sion to be an unusually fast, or slow, metabo-
lizer of certain antidepressants and may sig-
nal the need for a medication adjustment.

Just as important, Dr. Nurnberger will 
review situations in which genetic testing is 
not yet useful in guiding current clinical treat-
ment—such as with adult-onset schizophrenia 
or bipolar disorder—despite claims support-
ing the use of direct-to-consumer genetic 
testing.

“You can imagine how a patient would 
respond after reading something in the news-
paper or seeing something on TV. Then they 
receive a genetic test result, and they’re ready 
to go with a new plan of management and 
treatment,” he said. “You have to caution peo-
ple not to get carried away. In the majority of 
cases, the information is incomplete or just 

not substantiated by the genetic literature.”
In addition to addressing the here and now, 

Dr. Nurnberger will provide session attendees 
with a glimpse into the future. His presenta-
tion will address how polygenic risk scores, 
which are currently used in research, as well 
as DNA sequencing, may one day be used in 
clinical practice.

Over the span of Dr. Nurnberger’s 4-decade 
career, psychiatric genetic research has 
advanced significantly—from studies 
focused on candidate genes thought to be 
associated with certain disorders to single 
experiments that scan the entire genome for 
specific gene variants.

“Technology now enables us to identify 
gene variants associated with psychiatric 
conditions without any bias or pre-existing 
hypotheses about how the diseases are gen-
erated from brain abnormalities. We no longer 
have to base our work on theories from older 

studies that gave us ideas about how illness-
es work and possible treatments for them,” 
he said. “Instead, we can do an unbiased 
examination of all the possibilities.”

With his session, Dr. Nurnberger aims to 
get genetics onto psychiatrists’ radar—not 
merely because the subject is interesting, but 
because it’s practically relevant. 

“Genetics is no longer peripheral,” he said. 
“Hopefully psychiatrists will come away from 
this session understanding that genetics is an 
area they ought to pay more attention to.” ■
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What Should a Psychiatrist Know About Genetics?
FRIDAY, OCTOBER 4  |  10:45 A.M. — 12:00 P.M.

Dr. Nurnberger will summarize the deliberations of the Residency 
Education Committee of the International Society of Psychiatric 
Genetics over the last several years. The committee has reviewed the 
existing literature and recent findings in psychiatric genetics and 
provided recommendations for the training of psychiatrists in genetic 
principles, methods, and results. This has particular clinical relevance in 2 
areas: genetic screening of patients with autism and developmental 
disorders and pharmacogenomic testing to support treatment decisions. 
Areas emerging over the next few years will also be discussed.
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John Nurnberger Jr., MD, PhD

The Current and Future Roles of Genetics in Psychiatry
TESTING NOW CONSIDERED ESSENTIAL TO SOME TREATMENT PARADIGMS
By Jolynn Tumolo

We no longer have to 
base our work on theories 
from older studies that  
gave us ideas about how 
illnesses work and possible 
treatments for them.
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Antidepressants that ease symptoms 
of depression but introduce sexual 
dysfunction are problematic for 

many patients. In the experience of Anita 
Clayton, MD, those who develop treatment-
emergent sexual dysfunction tend to react 
in 1 of 3 ways.

Some will march into the office and declare 
they’re not taking the drug anymore. “Men 
are more likely to do that, especially if it’s 
related to erectile dysfunction,” said Dr. 
Clayton, professor and chair of the depart-
ment of psychiatry and neurobehavioral 
sciences at the University of Virginia in 
Charlottesville. Others will stop taking the 
medication without telling their provider. 
And still others will continue to take the 
medication, and suffer in silence.

Sexual dysfunction doesn’t have to be a 
treatment-breaker, though. Nor must the 
side effect represent a new normal patients 
ought to just accept.

Dr. Clayton will review strategies to 
alleviate treatment-emergent sexual dys-
function during a session she will present 
at Psych Congress.

“It’s important for providers to have a 
good knowledge of sexual function and 
sexual dysfunction with depression and 
with antidepressant treatment, in order to 
best treat their patients,” she said.

Although incidence rates are difficult to 
gauge, Dr. Clayton explained that sexual 
dysfunction is associated with many com-
mon antidepressants—particularly selective 
serotonin reuptake inhibitors (SSRIs), such 
as fluoxetine, and serotonin and norepi-
nephrine reuptake inhibitors (SNRIs), such 
as venlafaxine.

“With the SNRIs duloxetine and desven-

lafaxine, there’s more of a balance between 
serotonin and norepinephrine function, so 
sexual functioning is usually a bit better,” 
she said.

Antidepressants with mechanisms of 
action separate from or in addition to the 
serotonin system are much less likely to 
cause sexual dysfunction, according to Dr. 
Clayton. Bupropion, mirtazapine, and multi-
modal antidepressants fall into that cat-
egory.

Prescribers should address sexual func-
tion from the moment a patient indicates a 
willingness to take an antidepressant as part 
of their treatment plan and through their 
most recent follow-up appointment. Dr. 
Clayton usually presents 2 medication 
choices, reviewing all potential benefits and 
side effects of each before the patient selects 
one.

The validated Changes in Sexual Func-
tioning Questionnaire (CSFQ) that Dr. Clay-
ton helped create gauges both illness- and 
medication-related changes in sexual func-
tion. Using a tool such as the CSFQ or the 
Arizona Sexual Experiences Scale can be a 
nonthreatening way to introduce the topic.

“People are willing to talk about it but 
they’re not that willing to bring it up with 
their provider,” Dr. Clayton said. “Often 
patients won’t bring up the topic of sexual 
dysfunction because they think there’s no 
intervention available to help them. Or they 
think their provider will be embarrassed 
and uncomfortable by the fact they brought 
it up.

“So, really, it’s the provider’s responsibil-
ity to ask patients about it and say, ‘You have 
permission to talk about this. We’re going 
to review this because this is a credible area 
for us to manage.’ ”

When patients indicate problems with 
sexual functioning, options for addressing 
it include switching antidepressants and 
adding a potential antidote such as buspi-
rone (although the use would be off-label, 
Dr. Clayton pointed out) to reverse sexual 
side effects. If a patient isn’t particularly 
bothered by a change in sexual function 
and the antidepressant is otherwise work-
ing, waiting is another option, since up to 
10% of patients become tolerant of the side 
effect.

Providers should caution patients against 
skipping doses or going on drug holidays 
in anticipation of sexual activity, she said.

“When people don’t take their medication 
over the weekend because they want to have 
sex, that can lead to nonadherence,” Dr. 
Clayton said, “because what’s going to hap-

pen if they want to have sex on Tuesday? 
They’re not going to take it in the beginning 
of the week either, and that can affect their 
well-being.”

Finally, she cautioned prescribers to avoid 
making assumptions about a patient’s inter-
est, or lack thereof, in treatment-emergent 
sexual dysfunction based on age, relation-

ship status, or other factors.
“People’s sexual lives are important to 

them,” she said. “And when they are im-
pacted, people develop a lot of negative 
feelings, including a decreased sense of 
self-worth or a diminished sense of who 
they are as a person, which affects their life 
satisfaction.” ■

What to Do When an Antidepressant Is Effective, but Your 
Patient Has Sexual Dysfunction
SATURDAY, OCTOBER 5  |  2:45 P.M. — 4:00 P.M.

The most commonly used antidepressants are associated with 
treatment-emergent sexual dysfunction. Dr. Clayton will discuss the 
factors that contribute to this dysfunction and how sexual dysfunction 
affects medication adherence and quality of life. This session will also 
cover the mitigation strategies of managing modifiable factors, 
switching antidepressants, and using antidotes to sexual dysfunction.

Anita Clayton, MD

When Antidepressant Treatment Leads to Sexual Dysfunction
STRATEGIES CAN HELP MITIGATE COMMON SIDE EFFECT
By Jolynn Tumolo

Often patients won’t 
bring up the topic of sexual 
dysfunction because they 
think there’s no intervention 
available to help them.  
Or they think their doctor 
will be embarrassed and 
uncomfortable by the fact 
they brought it up.

“

”
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A series of advances in electroconvul-
sive therapy (ECT) have been made 
recently, with the aim of facilitating 

safe and effective use of the treatment for 
patients with certain severe mental health 
disorders.

During a session at the upcoming Psych 
Congress conference, C. Edward Coffey, 
MD, affiliate professor of psychiatry and 
behavioral sciences at the Medical Univer-
sity of South Carolina, Mount Pleasant, will 
bring attendees up to speed on several 
developments in the field.

ECT, as defined by the American Psychi-
atric Association (APA), “involves a brief 
electrical stimulation of the brain while the 
patient is under anesthesia” and is typi-
cally administered by a team that includes 
a psychiatrist, an anesthesiologist, and a 
nurse or physician’s assistant. It has been 
found to be “highly effective for the relief 
of major depression,” per the APA. Most 
commonly, it is used for mood disorders 
that are severe or have not responded to 
other treatments.

ECT has been shown to significantly re-
duce symptoms in between 70% and 90% 
of patients, according to Duke Health in 
North Carolina. It is estimated that approx-
imately 100,000 people in the United States 
and more than 1 million worldwide are treat-
ed with the procedure each year.

ECT is an area to which Dr. Coffey has 
dedicated more than 35 years of work. Upon 
completing his residency in psychiatry and 
neurology at Duke University in Durham, 
North Carolina, Dr. Coffey started an ECT 
service at the university medical center in 
collaboration with his colleague Richard 
Weiner, MD, in 1984. The program became 

a model for organizing clinical and research 
activities around a subspecialty such as 
brain stimulation, Dr. Coffey says.

From there, he went on to partner with 
other colleagues to launch ECT services at 
Allegheny Health System in Pittsburgh, 
Pennsylvania, Henry Ford Health System in 
Detroit, Michigan, and Menninger Clinic in 
Houston, Texas. Dr. Coffey developed the 
Menninger program in collaboration with 
his son, Justin, a board-certified psychiatrist 
and behavioral neurologist.

In addition to his work at the Medical 
University of South Carolina, Dr. Coffey cur-
rently serves as a member of the ECT cer-
tificate course faculty of the International 
Society for ECT and Neurostimulation, an 
organization for which he also previously 
served as president.

Three recent developments in the area 
of ECT, which he will discuss at length at 
Psych Congress, will be of interest to gen-
eral mental health practitioners, he says.

FDA reclassification: In December, the 
US Food and Drug Administration (FDA) is-
sued a ruling to reclassify ECT devices for 
“the treatment of catatonia or a severe major 
depressive episode associated with major 
depressive disorder or bipolar disorder in 
patients age 13 years and older who are 
treatment-resistant or who require a rapid 
response treatment due to the severity of 
their psychiatric or medical condition” to 
Class II (moderate risk). Previously, the de-
vices were part of Class III (higher risk).

The move to Class II, a division which also 
encompasses devices such as electrocardio-
gram (EKG) machines for reading heart 
rhythms, is significant in changing the way 
ECT devices are perceived, Dr. Coffey said.

“This reclassification adds further evidence 
to the conclusion that ECT remains an 
extraordinarily safe medical procedure, among 
the safest in all of general medicine,” he added.

Safety and effectiveness: As with any 
procedure in medicine, Dr. Coffey said, the 
safety and effectiveness of an ECT proce-
dure depends critically on how it is done. 

“We now know there is an important rela-
tionship between the effectiveness of ECT 
and how we go about inducing the brain sei-
zure with our electrical stimulation,” he said.

The nature of the stimulus—its waveform, 
intensity, and location—all factor into the 
success of the highly complex procedure, 
said Dr. Coffey, who adds that a significant 
amount of decision-making goes into the 
design of the stimulus that brings about the 
brain seizure in ECT.

Family-centered approach: Placing 

patients and their families/significant oth-
ers at the center of their ECT care, including 
having them present for the entirety of the 
treatment, is a concept Dr. Coffey said he 
and his team have worked on extensively 
in the past 20 years. Getting family involved 
is “a very exciting development,” he said, 
because it has a profound effect on both the 
patient’s and family’s understanding and 
acceptance of the procedure, helping to 
foster a sense of safety and security. More-
over, he added, strong family involvement 
benefits the clinical team as well, as it helps 
to ensure practitioners are adequately 
addressing patient and family needs.

“It’s very rewarding to understand what the 
patient and family really need and to be able 

to deliver on those expectations,” he said.
Overall, Dr. Coffey said, recent advance-

ments around ECT are about building trust 
with patients and families, as well as within 
the treatment community, through trans-
parency and by placing families and patients 
at the center of care. 

Coffey said he and his team have not for-
mally measured trust in ECT, but they have 
observed improved patient and family satis-
faction with the procedure when it is provid-
ed using the patient/family-centered approach.

“As physicians, we can talk about this 
until we’re blue in the face, but there is no 
substitute for the family and patient seeing 
what’s going on in real time,” he said. “That 
speaks volumes.” ■

The New Clinical Science of ECT
FRIDAY, OCTOBER 4  |  9:15 A.M. — 10:30 A.M.

This session will inform participants about recent advances in the clinical 
science of electroconvulsive therapy (ECT) to facilitate the safe and 
effective use of the treatment. Those developments center on a 
reclassification of ECT devices when used for certain conditions, the 
nature of the stimulus delivered to the brain, and the importance of 
taking a family-centered approach.

C. Edward Coffey, MD

Advancements Aim to Build Trust in ECT
DEVELOPMENTS SEEK TO DEMONSTRATE SAFETY AND EFFICACY
By Tom Valentino
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We now know there is 
an important relationship 
between the effectiveness 
of ECT and how we go 
about inducing the brain 
seizure with our electrical 
stimulation.
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A rguments about the benefits and 
risks of 3,4-methylenedioxymeth-
amphetamine (MDMA) as a thera-

peutic drug have played out for decades like 
an intellectual game of ping pong, with no 
apparent resolution in sight. But a leading 
researcher on psychedelics now sees late 
2021 as the target date for MDMA to complete 
the transition from perceived party drug to 
legitimate prescription medication.

Phase 3 research into MDMA-assisted 
psychotherapy for post-traumatic stress 
disorder (PTSD) began last November, and 
Rick Doblin, PhD, is no longer seeing the 
kind of opposition that has stalled progress 
toward a therapeutic indication for MDMA 
in the past.

“We’re focusing on PTSD, with a lot of 
PTSD being suffered by veterans,” said Dob-
lin, founder and executive director of the 
Multidisciplinary Association for Psyche-
delic Studies (MAPS). “The data show that 
20 veterans a day are committing suicide. 
The SSRIs don’t work well with this group. 
There is an enormous unmet need, and these 
people are highly valued.”

At this year’s Psych Congress, Dr. Doblin 
will present a featured session on the drug 
development process for MDMA and prac-
tical considerations for integrating the med-
ication into behavioral health treatment. 
The US Food and Drug Administration (FDA)’s 
granting of Breakthrough Therapy status to 
MDMA-assisted psychotherapy has acceler-
ated a process toward approval that began 
with exploratory studies nearly 2 decades 
ago.

Researchers such as Dr. Doblin who 
believe MDMA has multiple applications in 
both medical care and personal growth have 

seen their cause stymied at several turns 
over the years, starting in 1985 when the US 
Drug Enforcement Administration (DEA) 
moved to declare the drug illegal on an 
emergency basis. Theories about its thera-
peutic potential in the 1970s had given way 
by then to concerns about young people’s 
use of MDMA (street name: Ecstasy) to fuel 
all-night parties.

“It was a therapeutic drug before it was 
a party drug,” said Dr. Doblin, who has sought 
in his career to develop legal contexts for 
the beneficial use of psychedelics and mar-
ijuana, mainly as medicine but also for per-
sonal  growth in mainly healthy populations. 
MDMA has been used in the past in couples 
therapy and to relieve cancer patients’ anx-
iety about death, he said.

When the National Institute on Drug Abuse 
(NIDA) indicated in the 1990s that it sup-
ported the resumption of human research 
into MDMA’s therapeutic potential, few be-
lieved any entity would be able to step in 
where pharmaceutical companies wouldn’t 
because of a lack of patent protection for a 
drug that was invented more than 100 years 
ago. “They didn’t count on MAPS,” Dr. Dob-
lin said.

He said the research has consistently 
sought to test the drug in some of the most 
challenging patient populations. Phase 2 
study participants had been diagnosed with 
PTSD for an average of 19 years, he noted.

In the Phase 3 research, for which spon-
sors have raised around $34 million in do-
nations, a male/female team consisting of 
a psychiatrist or other licensed practitioner 
and a student is working with each partici-
pant with PTSD. “It is a well-functioning 
team that mimics the well-functioning par-
ents that a lot of these patients didn’t have,” 
Dr. Doblin said.

MDMA-assisted psychotherapy is being 
delivered in three 8-hour sessions spaced 1 
month apart. Participants receive the treat-
ment, stay overnight at the research facility, 
and attend a 90-minute session the next day 
to integrate what was learned the day before.

The first of the 3 sessions administers 
MDMA at a dose of 80 mg, followed by a 
40-mg dose two hours later. The second ses-
sion adjusts the two doses to 120 mg and 
60 mg, respectively, and the third session 
features 1 of the 2 regimens based on par-
ticipant response during the previous ses-
sions. Dr. Doblin thinks the industry standard 
ultimately will be 2 sessions of MDMA-
assisted psychotherapy.

The primary outcome in the Phase 3 
research will be change in PTSD symptoms 

as measured by the Clinician-Administered 
PTSD Scale (CAPS), which Doblin says is the 
only measure the FDA considers valid for 
evaluating a medication treatment for PTSD.

Doblin said that as of mid-June 2019, 
approximately 30 of the 200 anticipated 
participants in the Phase 3 research had been 
enrolled.

The research team is currently negotiat-
ing for an expanded access designation that 
could allow more patients to access MDMA-
assisted psychotherapy while Phase 3 pro-
ceeds, before any final approval is granted. 
“By the end of 2019, we should be able to 
open expanded access clinics,” Dr. Doblin 
said.

MAPS projects that MDMA-assisted psy-
chotherapy could receive FDA approval by 
the end of 2021.

Dr. Doblin expects to address numerous 
post-approval implementation topics in his 
Psych Congress talk, including the Risk Eval-
uation and Mitigation Strategy (REMS) that 
would govern use of MDMA and the training 
requirements for those administering the 
medication-assisted therapy.

He said he has observed a change in think-
ing around psychedelics within a large seg-
ment of the medical profession.

“I see many young psychiatrists and resi-
dents wanting to get involved; they’re fasci-
nated by this,” Dr. Doblin said. “There’s enor-
mous burnout among psychiatrists, who are 
tired of just spending 15 minutes with a pa-
tient and constantly adjusting medication, 
just being an arm of the pharmaceutical 
industry. There is a yearning to move beyond 
that.” ■

MDMA-Assisted Psychotherapy for PTSD:  
To Phase 3 and Beyond
THURSDAY, OCTOBER 3  |  5:30 P.M. — 6:30 P.M.

This session will explore the FDA drug development process for MDMA-
assisted psychotherapy for PTSD, including the drug’s mechanism of 
action, the status of clinical studies, and post-approval regulations and 
training requirements for prescribers. Dr. Doblin will offer a historical 
framework for MDMA’s evolution as a potential therapeutic intervention 
for patients who have not achieved optimal results from conventional 
treatments.

Rick Doblin, PhD

MDMA Moving Closer to Therapeutic Use
APPROVAL OF DRUG-ASSISTED PSYCHOTHERAPY FOR PTSD WOULD COUNTER PARTY DRUG IMAGE
By Gary Enos
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Psychiatric clinicians are often asked 
to treat patients with evidence-based 
methods, but frequently the evidence 

we have to guide our practice does not reflect 
the reality we see every day in our offices. 
As such, we are often forced to make clinical 
decisions based on a minimum amount of 
evidence. 

Currently, many of our patients are using 
cannabinoids, especially cannabidiol (CBD) 
to treat their own symptoms—ranging from 
insomnia, to anxiety, to depression. What 
evidence is there that this will help? What 
are the risks? What doses of CBD should 
they be using? What route? How will CBD 
interact with other medications? I’ll be 
exploring these questions in my talk “Con-
fused about Cannabidiol: A Scientific and 
Rational Examination of its Risks and Ben-
efits in Psychiatry” at Psych Congress in San 
Diego, California. Here, I will provide a pre-
view of my talk.

A LONG HISTORY
The Cannabis plant was noted in the Chi-

nese medical pharmacopeia nearly 5000 
years ago and was a common component 
in Western patient medications of the 19th 
century, when it was used to treat insomnia, 
anxiety, and pain.1 The early, racially charged 
(it was at this time that the word “marijuana” 
was used to describe the plant so as to as-
sociate its use with vilified Mexican immi-
grants) efforts of the 1930s to eradicate the 
use of the plant, most famously by the pro-
paganda film Reefer Madness, began the 
process of moving the substance out of the 
pharmacopeia and into the ranks of banned 
drugs. The Controlled Substances Act (CSA) 
of 1970 codified this ban, making research 
into the benefits of cannabis more difficult 

with its tautological definition of a Schedule I 
drug as being one that has “no medical use 
and has a high risk of abuse.”

At the time of its federal ban, the com-
plexity of the cannabis plant was only just 
beginning to be understood, with the isola-
tion of 9-tetrahydrocannabinol (THC), often 
described as the intoxicating component 
of cannabis, by Raphael Mechoulam in 1964.2 

The presence of an endocannabinoid sys-
tem in the mammalian body was unknown 
at the time, and the first of 2 endogenous 
cannabinoid receptors, CB1, was only just 
discovered in 1990.3,4 

A CRITICAL BODILY SYSTEM
Before discussing exogenous cannabi-

noids, I will first review how the mamma-
lian central nervous system expresses 
endocannabinoid receptors. The endocan-
nabinoid system is critical in fine-tuning 
multiple other neurotransmitter systems. 
While most neurotransmission is antero-
grade, that is, a message is passed from 
presynaptic neuron to postsynaptic neuron, 
the endocannabinoids function more like 
salmon swimming upstream. Unlike the 
serotonergic or dopaminergic systems that 
largely propagate a signal downstream, the 
endocannabinoid system is a retrograde 
signaling mechanism.5 Another metaphor 
for retrograde signaling is what occurs when 
people move boxes in a “bucket brigade” 
from a house to a moving truck too quickly. 
When the last person in the line, whose job 
it is to stack the boxes in the truck, calls out 
“slow down” and that message is passed 
down the line, this is a kind of retrograde 
signaling.

Like more well-known systems such as 
serotonin, the endocannabinoid system is 
comprised of neurotransmitters (ligands) 
synthesizing enzymes for these neurotrans-
mitters, receptors, and degrading enzymes.  
The CB1 receptor is the most widely distrib-
uted G protein-coupled receptor in the cen-
tral nervous system.  As is often the case in 
the history of receptor pharmacology, the 
discovery of the cannabinoid receptor 
sparked interest in discovering the endog-
enous ligand for this receptor. The two pri-
mary endocannabinoid neurotransmitters 
are anandamide (Sanskrit for “bliss,” abbre-
viated AEA) and 2-Arachidonoylglycerol 
(2-AG). AEA and 2-AG are synthesized in 
response to increased intracellular calcium 
at the postsynaptic terminal. AEA is syn-
thesized by N-arachidonoylphosphatidyl-
ethanolamine (NAPE) and 2-AG by diacyl-
glycerol (DAG).6

It is important to understand that these 

neurotransmitters are not stored in vesicles 
like monoamines, but rather, are made on 
demand and released across the synaptic 
cleft towards the CB1 receptors that are ex-
pressed on the presynaptic membrane. The 
CB1 receptor has both an orthosteric site 
(which is the target for AEA, 2-AG, and THC) 
and an allosteric site (which is the target 
for CBD). CB2 receptors are mostly located 
on immune cells7 and may modulate inflam-
mation but are not the focus of this presen-
tation.

THE COMPLICATED WORKINGS 
OF CANNABIS

The cannabis plant is a complex manu-
facturer of more than 500 different com-
pounds, of which more than 100 are can-
nabinoids. The remainder are terpenes 
(which not only give cannabis its distinctive 
odor, but also may contribute to the psy-
choactivity of cannabinoids by influencing 
the permeability of the blood-brain barrier), 
phenolic compounds, steroids, and enzymes. 
It is important to know that these compounds 
often work in concert with the endocan-
nabinoid system and with each other, known 
as “the entourage effect.”8,9 While THC was 
the first cannabinoid to be extensively stud-
ied, the increasing interest around CBD will 
be the focus of my presentation.

CBD is often described as the “nonpsy-
choactive” cannabinoid (to distinguish it 
from the decidedly active THC) but a more 
accurate description would be “nonintoxi-
cating,” as it is quite clear that while CBD is 
without the euphoriant or stimulus-distort-
ing qualities of its THC kin, it appears to 
have potential benefits in the treatment of 
anxiety, depression, and psychosis, if early 
studies prove to be replicable.10,11,12 

The endogenous ligands for the CB1 re-
ceptor, AEA and 2-AG, are partial agonists 
at this site, which is to say they partially 
activate the G protein-coupled receptor. 
THC is also a partial agonist at the ortho-
steric site of the CB1 receptor (some of the 
synthetic cannabinoids known as “spice” 
are full CB1 agonists, accounting for their 
significantly greater potency and intoxicat-
ing effects). In the absence of CBD, this re-
ceptor, partially activated, is responsible 
for the subjective effects of THC. Interest-
ingly, CBD acts as a positive allosteric mod-
ulator at the CB1 receptor, so when CBD is 
bound to the allosteric site13 the confirma-
tion of the orthosteric site changes, attenu-
ating the ability of THC to activate the CB1 
receptor. Subjectively, this results in a mod-
ulation of the intoxication and reduction of 
paranoia occasioned by THC.14 Cannabis 

users report that strains with a high amount 
of CBD (especially if the quantity of THC is 
low) will be less intoxicating than a strain 
with low concentration of CBD and high 
concentrations of THC.

RECENT SURGE IN POPULARITY
The nonintoxicating yet psychoactive 

quality of CBD has typically made it, in the 
eyes of the public and policymakers, a more 
acceptable component of the cannabis 
plant. Early findings showed CBD was ef-
fective against certain pediatric seizure 
disorders (made most famous by the devel-
opment of a high CBD-strain known as “Char-
lotte’s Web” in honor of Charlotte Figi, a 
young girl in Colorado with Dravet syn-
drome).15 

In states where cannabis is avail-
able (either in medical or recreational frame-
works), the demand for CBD-rich cannabis 
products increased as anecdotal evidence 
spread in the media and on the internet 
about the utility of this cannabinoid for the 
treatment of anxiety, insomnia, and pain. 
(Interest in the antiproliferative, anti-inflam-
matory, antispasmodic, and vasorelaxation 
qualities of CBD led to interest across a wide 
degree of disease states, but is beyond the 
scope of this talk.) 2018 marked the first US 
Food and Drug Administration (FDA) 
approval of a Schedule 5 CBD product (Epid-
iolex from GW Pharmaceuticals), indicated 
for the pediatric seizure disorders Dravet 
syndrome and Lennox-Gastaut syndrome. 
But, the high cost ($32,000/year) has dis-
couraged off-label exploration with this 
compound. 

2018 also marked the passage of the fed-
eral Farm Bill, which allows for the cultiva-
tion of industrial hemp (defined as Cannabis 
sativa with a THC content of less than 0.3% 
per dry weight) from which CBD oil can be 
extracted. This CBD, if grown on farms au-
thorized by this legislation, is legal under 
the CSA. Further muddying the waters is 
that more than 30 states have now made 
some change to their cannabis laws. As 
such, in states such as my own (California), 
one can find CBD products in dispensaries 
that are extracted from plants that are still 
considered “marijuana” under federal law 
and are thus, still illegal under the CSA 
(though federal enforcement of these laws 
has been practically nonexistent in recent 
years). This has led to a flurry of confusion 
in the marketplace as large national retail-
ers such as Bed, Bath, & Beyond and 
Amazon have recently begun selling “CBD 
oil.” Often, the language around these prod-
ucts makes vague health claims, which runs 

Andrew Penn, MS, NP, PMHNP-BC

Cannabidiol Popularity Raises Questions for Clinicians 
PATIENTS ALREADY TURNING TO CBD FOR A RANGE OF SYMPTOMS
By Andrew Penn, MS, NP, PMHNP-BC
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the risk of reprimand from the FDA, which 
bans unsubstantiated health claims in con-
sumer advertising. Additionally, the FDA 
has made clear that CBD (as Epidiolex is now 
a prescriptible medicine) cannot be includ-
ed in food products, as FDA-approved med-
ications cannot be sold as food. However, 
as a recent picture in The New York Times 
of a Brooklyn café offering CBD infused lattes 
would indicate, enforcement is lax. 

While there have been some well-con-
trolled trials (which I will review in my pre-
sentation) that showed some benefit of high-
dose CBD in the treatment of social anxiety 
and for improving cognitive symptoms of 
schizophrenia (when added to convention-
al antipsychotic medications), these studies 
often used doses in the range of 300 to 1000 
mg/d, which is impractical for most patients 
who would be buying CBD over the counter 
from their local dispensary. (Products con-
taining 250 mg of CBD cost about $50-$75 
in California at the time of this writing.)

There have been several small, open-label 
studies, adding smaller doses of CBD (2 to 
100 mg/d) to ongoing medication treatments, 
that found the drug was well-tolerated and 
showed modest improvement in measures 
of post-traumatic stress disorder (PTSD) and 
insomnia. But much more well-controlled 
research is needed before it can be said, 
from the standpoint of evidence-based med-
icine, that low-dose CBD is an effective treat-
ment for psychiatric ailments.

THE ROLE OF THE CLINICIAN
However, our patients are not waiting for 

the empiric research to be completed. 
Increasingly, they are coming to us asking 
about CBD, or have already begun using it, 
either alongside conventional psychiatric 
medications or as a substitute for them. This 
is, in part, a result of a growing cannabis 
industry that makes health claims that are 
not subject to FDA scrutiny. However, the 
dearth of evidence is largely because the 
CSA, in conjunction with prohibitionist drug 
policy, did not permit research into the claims 
that cannabinoids could be effective treat-
ments for psychiatric illnesses. As such, we 
are at least 20 years behind where we need 
to be with regards to evidence. Again, our 
patients are not waiting for us to catch up, 
so what are we, as clinicians, to do?

One blanket approach is to categorically 
advise patients not to use cannabinoids. 
Historically, this has been the general  
approach of psychiatry, but in the current 
climate, with the cannabis industry and 
anecdotal evidence purporting benefit, is 
unlikely to result in anything other than pa-
tients using cannabinoids and not disclos-
ing their use. The antipodal position is to 
join the panacea chorus that cannabis is 
useful for all manner of ailments and, because 
of its natural status, is inherently safe. How-
ever, the evidence showing risk of earlier 
development of psychosis and cognitive 
impairment in young people would indicate 
that cannabis use is certainly not without 
risk.

In my talk at Psych Congress, I will discuss 
an attitude that I call a “pre-post marketing” 
approach. As cannabis has already erupted 

in the marketplace, attempts to prevent our 
patients from using it will likely be met with 
failure. I advocate an educational, harm-
reduction approach in which we work with 
patients to learn from them about how they 
are already using cannabinoids, offer evi-
dence about risks and what is known about 
the potential benefits, and then use a slow, 
cautious, transparent approach where we 
partner with patients to try to find the most 
optimum combination of medications, which 
may or may not include cannabinoids, to 
best treat their conditions. Maria Mangini, 
PhD, FNP, suggested a maximum dose of 
5 mg/kg CBD per day in her talk on cannabis 
at Psych Congress 2018 in Orlando, Florida.16 

These anecdotes should be aggregated in 
case reports and case series so that research-

ers can test these hypotheses in better con-
trolled trials. But we can’t wait for the evi-
dence to emerge first, as patients have al-
ready voted with their feet. The question is, 
will we walk with them or watch them walk 
away? I encourage you to join the conversa-
tion about CBD in San Diego. ■
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working with patients who are using CBD.

psych congress snapshot

Andrew Penn’s Presentation

USE CODE PCS100 TO SAVE $100 ON YOUR PSYCH CONGRESS 2019 REGISTRATION

20-27_Psych-pre_NC_for-review.indd   27 8/1/19   11:10 AM



28   Psych Congress • Summer 2019 • psychcongress.com/2019

Physician, entrepreneur, and innovator 
Arshya Vahabzadeh, MD, understands 
the power neurotechnology can have 

in the lives of patients. Dr. Vahabzadeh serves 
as chief medical officer of the neurotechnol-
ogy company Brain Power, and he has seen 
the difference smart glasses equipped with 
artificial intelligence and augmented reality 
can make in enhancing the social skills of 
children and adults with autism and attention-
deficit/hyperactivity disorder (ADHD).

In addition, Dr. Vahabzadeh is director of 
addiction services at Cynergi Health, a part-
time correctional psychiatrist and telepsy-
chiatrist, and innovation officer at Massa-
chusetts General Hospital Academy. He is 
trained in family medicine, general psy-
chiatry, and child and adolescent psychiatry. 
Based in Boston, Massachusetts, and San 
Francisco, California, Dr. Vahabzadeh has 
received more than 20 national and inter-
national awards in health care, innovation, 
and business. The technology expert 
recently shared some thoughts on the future 
of psychiatry, which he will expand upon 
during his upcoming featured session at 
Psych Congress.

Q: YOU PREDICT A CONVER-
GENCE OF TECHNOLOGY 

AND SCIENCE WILL TRANSFORM 
PATIENT CARE IN THE COMING 
YEARS. WHAT DO YOU ANTICIPATE 
MENTAL HEALTH PRACTICE TO 
LOOK LIKE 10 YEARS FROM NOW? 

A: Human mental health professionals 
and researchers will continue to be 

a central part of health care, but they will 
be augmented by a range of technologies 
that will help them better understand patients 
and more thoroughly collect and analyze 
data.

We are already seeing the heightened 
expectations of consumers regarding how 
quickly and easily they can obtain a medical 
or health care service. This change has been 
partly fueled by the dramatic rise in afford-
able, on-demand services, helping us obtain 
transport, same-day deliveries, and person-
alized cuisine at the touch of a button. I hope 
we will be able to address many of the data 
privacy concerns that have arisen over the 
last couple of years. However, we will likely 
continue playing catch-up to rapidly advanc-
ing technologies and companies when it 
comes to data protection and privacy laws.

One area of substantial change will be our 
home and work environments. They will be 
increasingly enhanced with a wider array 
of connected devices that will continuous-
ly monitor aspects of our lives, including 
emotions, social interactions, movements, 
and speech/language. The captured infor-
mation will then be analyzed using a variety 
of secure, cloud-based processes. Through 
a range of visual, audio, and other percep-

tual inputs, we will be given individualized 
recommendations that will help us reduce 
stress, recognize mental health issues, or 
even suggest an intervention, such as med-
itation. 

Therapy will still be an important part of 
mental health delivery, and access will be 
considerably improved using a combination 
of digital therapists and augmented human 
clinicians. Triage chatbots will have matured 
in their use to assess for risk and determine 
urgency/severity of presentations, while 
therapeutic chatbots will be able to provide 
ongoing treatment and assessment in a range 
of modalities, such as digital cognitive be-
havioral therapy.

We will also see growth in molecular in-
terventions, partly fueled by improved drug 
discovery using artificial intelligence and 
through increased recognition of the value 
of specific foods, supplements, hallucinogens 
like psilocybin, and medications that work 
through the endocannabinoid system. Med-
ication will be supplemented with prescrip-

Arshya Vahabzadeh, MD 

By Jolynn Tumolo

How Technological 
Advances Could 
Transform Psychiatry 

Digital Tools Already Enhancing Patient 
Care and Increasing Access 

THE PREMIER EDUCATIONAL CONFERENCE ON PRACTICAL PSYCHOPHARMACOLOGY

28-36_Psych-pre_Q&A_Vahabzadeh.indd   28 8/1/19   11:09 AM



How Technological Advances Could Transform Psychiatry

psychcongress.com/2019 • Summer 2019 • Psych Congress   29

tive digital software that will improve adher-
ence, monitor for symptom change, and, in 
some cases, work synergistically with the 
medication to improve patient symptoms. 
These pieces of software may run on 
a variety of wearable (handheld/optic/body-
worn) or remote technologies. 

Treatment and medication selection 
algorithms will use pharmacogenomics, 
sensor data, functional/structural neuro-
imaging markers, and neurophysiologic 
findings, such as electroencephalogram 
(EEG) potentials. In individuals who have 
serious mental illness, gene editing may 
even allow us to target specific neurons/
receptors through the use of chemogenetics. 
Neuromodulation will continue to advance, 
providing for both personal products and 
clinic-based therapy. 

Addictive disorders will continue to be a 
challenge, and we will be much more aware 
of the potential of new technologies to cause 
addiction-like conditions. I suspect we will 
have a range of digital addiction disorders. 
Interventions to address these will also be 
digital in nature, and the concept of a digi-
tal detox will have been proven ineffective. 
We will also see a major transformation in 
how we experience social media, with con-
tinuing concern about its impact on our 
attention and real-world interactions. Social 
media may very well move off of the smart-
phone and become part of our perceptual 
experience of the world through advanced 
versions of augmented reality (mixed real-
ity and beyond). The closer the proximity 
of social media to our cognitive and percep-
tual organs, the greater the potential positive 
and negative impact on our daily lives. 

All these advances may even change the 
diagnoses we use today. Some of them may 
be found to have a range of subtypes, for 
example schizophrenia, while others may 
have their symptoms changed or weighted 
differently. Quantitative and objective ways 
of assessing patient symptoms may produce 
research findings that lead to certain diag-
noses being withdrawn or substantially 
redefined.

Q: WHAT NEAR-TERM TECHNOL-
OGIES WILL START TO MAKE 

AN IMPACT OVER THE NEXT 2 TO 3 
YEARS?

A: One of the most obvious is telepsy-
chiatry. Its ability to improve access 

and decrease costs will benefit patients. We 
will also see the approval of several prescrip-
tive digital therapeutics—software running 
on smart devices shown to be efficacious in 
treating mental health disorders. It is likely 
the earliest areas of success will be in ADHD 
and substance use disorders. 

Smartphones are being researched as a tool 
that could help with digital phenotyping—a 
way of helping quantify behavior and cogni-
tion through analyzing how a person uses the 
different features of a smartphone (monitoring 
the duration, timing, and frequency of phone 
calls or text messages, for example). Informa-
tion such as movement monitoring via GPS 

or voice/speech analysis are being explored. 
These technologies could assess large amounts 
of free text data in patient records or evaluate 
what patients say (language, such as syntax 
or pragmatics) and how they say it (acoustic 
qualities of speech) as a means of monitoring 
symptom severity or treatment response. 

Another area of near-term impact is the use 
of big data gathered from health records or 
national registries. Machine learning will allow 
for previously unknown insights into mental 
health conditions. This may include finding 
previously unknown risk factors that would 
heighten suicide risk or the identification of 
demographic factors or specific symptoms/
signs that help predict a patient’s response to 
a particular treatment.

Q: WHAT ABOUT TECHNOLOGY 
TO HELP ADVANCE 

RESEARCH?

A:A huge range of changes are coming 
to research and clinical trials. One 

could be tempted to think the enormous 
amount of data from all of the monitoring 
technologies around us and the rapid increase 
in affordable computing power and storage 
would lead to rapid research discoveries. 
Unfortunately, the huge amount of data has 
led to a huge amount of questions. How do 
we ensure these data are reliable or accurate? 
Are our traditional statistical approaches ap-
propriate? How do we choose an area of data 
to focus on and not become overwhelmed? 

The pharmaceutical industry has already 
embraced the use of artificial intelligence, 
such as machine learning and neural networks, 
to help it discover candidate drugs, find new 
insights in clinical research, and help improve 
the chance of taking drugs to approval. Certain 
disease areas have had greater focus in this 
area, such as metabolic, immunological, and 
oncological conditions. Brain conditions may 
be a tougher nut to crack but could very well 
follow. 

Some of the technological advances may 
mean that neuroimaging becomes more prom-
ising as imaging modalities and data analysis 
improve. We are already witnessing artificial 
intelligence programs becoming more accur-
ate at interpreting imaging tests in other fields, 
such as chest x-rays and mammograms. The 
hope is that advancements in neuroimaging 
will allow us to find a variety of markers based 
on functional or structural findings that will 
help us understand disease severity, predict 
response to a particular treatment, and even 
predict risk of associated conditions.

The field of genomics has also seen an 
explosion of research interest and potentially 
helpful tools, although many ethical concerns 
have also been raised about our ability to 
potentially “edit” the genome of humans. One 
area of special interest to mental health is the 
growth in interest in pharmacogenomics, an 
emerging field that studies a person’s genome 
to determine their likely response to a spe-
cific medication. The ability to tailor treatment 
in this personalized way is certainly appealing, 
especially if we consider a condition such as 
depression.

Q: HOW MIGHT TECHNOLOGY 
CHANGE OUTPATIENT MEN-

TAL HEALTH VISITS?

A: Historically, we have relied on discrete, 
in-person mental health appointments 

to diagnosis, treat, and monitor mental health. 
The majority of people with mental health 
conditions do not become patients, and they 
do not or cannot seek care. In someone with 
a mental health condition, the vast majority 
of their life is not observed or seen by a men-
tal health professional. Technology is able 
to continuously gather quantitative behav-
ioral, social, and emotional information about 
an individual. Privacy arguments aside, this 
is powerful data that could impact diagnosis 
and treatment decisions during mental health 
appointments. Even more interesting, this 
information can be gathered in real-time, 
opening the possibility that a significant 
change to data being gathered could trigger 
communication to a clinician ( “Your patient 
has not slept in 3 days. Consider an urgent 
appointment.”) or provide a digital interven-
tion (“Are you having a hard time sleeping? 
Would you like to try a breathing exercise?).

However, a major challenge is being able 
to make sense of the enormous amounts of 
raw data we can collect about a patient 
through smart devices. Analyzing these data 
in a manner that would accurately predict a 
change in mental health status remains very 
difficult. It is also likely analytic algorithms 
would need to be personalized based on a 
person’s demographics and clinical history. 

Q: CAN YOU TALK ABOUT THE 
ROLE VIRTUAL AND AUG-

MENTED REALITY MAY HAVE IN 
MENTAL HEALTH CARE?

A: This is one of my areas of research 
and development expertise. My par-

ticular interest is in the use of augmented 
reality and artificial intelligence for enhance-
ment of social-emotional learning and social 
communication. At Brain Power, we have 
been running a series of federally funded 
research studies that have helped validate a 
commercial technology called Empowered 
Brain. Empowered Brain uses emerging tech-

nology to augment the special education 
programs of students with autism and ADHD.

While virtual and augmented reality have 
been around for decades, only in the last 
few years has high-quality and affordable 
technology become available for the main-
stream. A substantial body of evidence has 
shown carefully designed virtual and aug-
mented reality technologies can improve 
mental health concerns such as anxiety 
disorders, delusions, depression, and post-
traumatic stress disorder. I think that there 
is a need to develop more refined and usable 
hardware platforms to improve public adop-
tion of these technologies, and it may be a 
number of years before these technologies 
are used as more mainstream therapies. 
Poorly designed or purposefully harmful 
virtual or augmented reality technology 
could easily result in a negative emotional 
or behavioral reaction in users. Therefore, 
it is important to carefully design and test 
any potential intervention. 

Q: WILL IT BE POSSIBLE, IN YOUR 
OPINION, FOR RESISTANT 

CLINICIANS TO AVOID INCORPOR-
ATING TECHNOLOGY INTO THEIR 
PRACTICE? OR IS THIS SIMPLY THE 
WAY THE TIDE IS TURNING, AND 
THERE REALLY IS NO GOING BACK? 

A: Humans are creatures of habit. Once 
certain behaviors are established, 

they become harder to change. I think 
“resistant” clinicians are ones who have 
found a way to practice that suits them and 
provides value for their patients. They must 
believe that there is a substantial benefit to 
be gained for their practice to change.

The health care field has been burnt many 
times by technologies, companies, or poli-
cies that really did not live up to the hype. 
We have also seen major issues around pri-
vacy for technology and social media com-
panies. It is now vital for technology com-
panies to place safeguards on personal in-
formation and be more transparent about 
their actions in regard to user data. With 
these issues in mind, the apprehension many 
clinicians have toward new technologies is 
understandable. ■

Future Psychiatry: A Technological and Neuroscientific 
Convergence
THURSDAY, OCTOBER 3  |  8:15 A.M. — 9:15 A.M.

In the coming years, a convergence of technology and science will 
radically transform how we assess and treat our patients. Development of 
new mental health technologies may begin to impact clinical practice, 
research, and patient expectations. It will be important for clinicians to 
understand the promise and pitfalls of digital tools such as smartphone 
apps, virtual reality, digital phenotyping, and artificial intelligence.
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Stopping the Surge of School Shootings

In 2012, Phillip Resnick, MD, spent more 
than 6 hours evaluating a 17-year-old 
charged with killing 3 students and injur-

ing 3 others during an early morning shoot-
ing at Chardon High School in Ohio. Dr. 
Resnick determined the shooter competent 
to stand trial, the judge agreed, and a year 
later the defendant received 3 lifetime prison 
sentences with no possibility of parole.  

A forensic psychiatrist who has consulted 
on a slew of well-known criminal cases over 
the years, including those involving Timothy 
McVeigh, Casey Anthony, “Unabomber” 
Theodore Kaczynski, and James Holmes (the 
Aurora, Colorado, Batman movie shooter), 
Dr. Resnick is a realist. He anticipates no 
end to the school shootings that have hor-
rified the United States in recent decades 
but he does take heart in some emerging 
forces that are identifying would-be shoot-
ers before they act.

A psychiatry professor at Case Western 
Reserve University, Cleveland, Ohio, Dr. 
Resnick will brief mental health providers 
on how to recognize potential school shoot-
ers in their own practices during his timely 
and important featured session at Psych 
Congress 2019. Here, he discusses the rise 
in school shootings and whether he expects 
the trend to continue.

Q: THIS YEAR IS THE 20TH ANNI-
VERSARY OF THE COLUMBINE 

SCHOOL SHOOTING. CAN YOU 
REMEMBER BACK TO WHERE YOU 
WERE WHEN YOU FIRST HEARD 
ABOUT THAT ATTACK?

A: I don’t remember exactly what I was 
doing, for example, as I do for the 

Kennedy assassination. But I recall being 
shocked, much like the rest of the country. 
Unfortunately, at this time, school shootings 
have become so common that there isn’t 

shock, but more of just thinking “Oh, an-
other one of these.”

Q: SINCE THE TIME OF COLUM-
BINE, SOCIAL MEDIA, YOU-

TUBE, AND SMARTPHONES AND 
OTHER DEVICES HAVE PROVIDED 
SCHOOL SHOOTERS A SOAPBOX, IF 
THEY SEEK ONE, AND 24-HOUR 
NEWS CYCLES GIVE THEM INSTANT 
PUBLICITY. IS FAME PART OF WHAT 
THEY SEEK WHEN THEY CARRY OUT 
SHOOTINGS?

A: Yes, fame is often a factor. I wouldn't 
use the term “soapbox,” though, be-

cause “soapbox” suggests someone has an 
ideology they want to convey and a message 
they want to get across. I think that has been 
true of some of the hate crimes where people 
have had white supremacy ideas. School 
shooters—and I’m talking about grades 1 
through 12 and not college—most often, the 
motive is revenge. They’re looking to even a 
score if they feel they've been treated un-
fairly by a school bully or a faculty member.

There was a study done in Australia of 5 
mass shooters, and all 5 mentioned Columbine 
as a model. That’s halfway around the world, 
but clearly Columbine was absolutely a criti-
cal changepoint. Of course, there’s so much 
information available online, video and vari-
ous commentary, that is easy to access with 
the click of a cell phone now.

Q: ARE SCHOOL SHOOTERS 
WILLING TO DIE DURING A 

SHOOTING TO ACHIEVE FAME, OR 
DO THEY THINK THEY WILL GET OUT 
ALIVE? 

A:They commonly have suicidal ideas. 
And when you are suicidal and com-

mit a school shooting, you have little to lose. 

In other words, if you are going to take your 
life anyway, why not get even with some 
people who you feel treated you badly?

I think even if they get away from the school, 
they recognize they are likely to be appre-
hended. They may try to delay their apprehen-
sion, but I don't think the primary expectation 
is they'll get away with it.

Q: IF FAME IS A MOTIVATION, DO 
YOU THINK THE NAMES AND 

PHOTOS OF SHOOTERS SHOULD BE 
WITHHELD FROM NEWS COVERAGE 
TO DENY THEM THIS INCENTIVE?

A: I think it should be withheld. These 
recommendations have been made 

for 20 years, but the media has not cooper-
ated. With respect to suicides, it has been 
shown there are cluster suicides, especially 
in teenagers. The media has been good about 
cooperating with that, not placing a person 
who commits suicide in any kind of favorable 
or heroic light. But when it comes to mass 
shooters and school shooters, there are some 
portions of the media that are going to pub-
lish names and photos. And then the other 
mainstream media would rather not be left 
out, so they publish them, too. 

A study of contagion of mass shooters 
showed that within 14 days of a mass shooting, 
there is more likely to be another mass shoot-
ing, and then the effect diminishes over time. 
So, yes, it is a good idea to withhold names 
and photos of shooters. But I am pessimistic 
it will happen.

Q: WHEN WOULD-BE SCHOOL 
SHOOTERS SEE COVERAGE 

OF A MASS SHOOTING ON TV, DOES 
THE TURMOIL AND SADNESS OF THE 
PEOPLE AFFECTED, MUCH OF 
WHICH IS BROADCAST ON TV, 
AFFECT THEM? COULD THAT COV-
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By Jolynn Tumolo

Stopping the 
Surge of School 
Shootings 
Awareness, Interventions Aim to  
Reduce Disturbing Trend 

VISIT PSYCHCONGRESS.COM/2019 TO REGISTER TODAY

28-36_Psych-pre_Q&A_Vahabzadeh.indd   30 8/1/19   11:09 AM



psychcongress.com/2019 • Summer 2019 • Psych Congress   31

Stopping the Surge of School Shootings

ERAGE DETER A SHOOTER PER-
HAPS—MAKE HIM THINK ABOUT 
HOW HIS ACTIONS WOULD HURT SO 
MANY PEOPLE BEYOND THE 
ACTUAL VICTIMS? 

A: I don't think it does deter them. There 
is a good dose of narcissism in many 

school shooters. They see themselves as 
central and are not concerned about other 
people. Some also lack empathy, and there-
fore don't relate very much to the grief  
induced. 

Q: WHAT DO YOU ATTRIBUTE 
THE RISE IN SCHOOL SHOOT-

INGS OVER THE LAST COUPLE OF 
DECADES TO? WHY DIDN’T THESE 
HAPPEN IN THE 1950s AND 1960s, 
YET THEY HAPPEN WITH DISTURB-
ING REGULARITY NOW?

A: When you don't have a model, people 
just don't think about that as an answer 

to the problem. Some of the mass workplace 
shootings began in post offices. Once you 
have publicity, then a disgruntled employee, 
or a disgruntled student, has a model for how 
to deal with their intense feelings of being 
treated “unfairly.”

Columbine was a turning point with very 
high publicity. With each new event, there is 
more publicity, and it becomes self-perpetu-
ating. The model becomes acceptable in a 
shooter’s mind when he’s feeling desperate.

Q:YOU HAVE CONSULTED WITH 
LAWYERS IN MANY NOTABLE 

CRIMINAL CASES, INCLUDING JEF-
FREY DAHMER, TIMOTHY MCVEIGH, 
SCOTT PETERSON, AND THE UNA-
BOMBER. ANY SCHOOL SHOOTERS?

A: Yes, I have. One was a school shooter 
near Cleveland who killed 3 and 

wounded others. And I’m currently consult-
ing on another case involving a high-profile 
school shooting that I am unable to comment 
on at this time.

Q: IN THE CLEVELAND SHOOT-
ING, DID YOU CONSULT FOR 

THE DEFENSE OR THE PROSECU-
TION?

A: Initially, the judge asked if I would 
evaluate the defendant’s competence 

to stand trial. I did that. Then I was con-
sulted by the defense, and I interviewed the 
shooter regarding the question of insanity. 
My opinion was that he did not qualify for 
insanity, and therefore I was not called by 
the defense.

Q: IS THERE A TYPICAL PROFILE 
OF A SCHOOL SHOOTER?

A: No. There's a study by the US Secret 
Service of about 130 cases, and their 

conclusion was that there is not a typical 
profile. There's a wide range. For example, 

many come from intact families, the major-
ity do not have any prior criminal record, and 
75% report some form of bullying. But if you 
try to limit yourself to just students who are 
bullied, then you'd miss 25%. There's a wide 
range of grievances, and not a single profile.

Q: BACK TO THE CLEVELAND 
SHOOTER, WAS HE BULLIED?

A: That was a complex case. He denied 
having a specific motive to shoot the 

students he shot, but then conflicting infor-
mation later came out. He malingered to 
appear psychotic, but then eventually admit-
ted he was not. There was a lot of secondhand 
information that he had a grievance about a 
girlfriend, but he denied that in his interview 
with me.

It ended up kind of a mystery as to what his 
real motives were. He just wasn't forthcoming. 
Even after spending hours with him, I don't 
know what really went on.

Q: HAVE YOU EVER BEEN SUR-
PRISED BY THE DESCRIPTION 

OF A SCHOOL SHOOTER?

A: Since there isn’t one profile, I haven’t 
been surprised. But feeling depressed 

and desperate after a loss, such as a girlfriend 
rejecting you, being severely depressed, not 
having a good support network, being bul-
lied—these are all factors that play into vari-
ous scenarios. But they don't come together 
into a single profile.

Q: AFTER SCHOOL SHOOTINGS 
OCCUR, THE USUAL CALLS 

ARISE: SOME FOR GREATER GUN 
CONTROL, OTHERS FOR ARMING 
TEACHERS. WHAT ARE YOUR REC-
OMMENDATIONS TO PREVENT 
SCHOOL SHOOTINGS?

A: Access to guns is certainly a major 
issue. The majority of school shooters 

obtain their guns from their own home. In 
the most recent case in Colorado [on May 7, 
2019], the gun was in some kind of gun cab-
inet, which the teenager just broke open. So, 
parents may think their guns are not acces-
sible, but the student may know where the 
key to the cabinet is, or of any other guns 
that are left exposed.

There have been studies showing you can 
have smart guns that require the fingerprint 
of the owner and it can't be shot by someone 
who obtains them, or trigger controls. So even 
though we're not going to remove guns from 
the community, we can certainly make it more 
difficult for a student to gain access to a gun 
in his own home.

Of course, you can't ordinarily buy a gun 
when you are under 18 without parental con-
sent, but interestingly the student in Parkland 
[Florida] and the shooter in the Sandy Hook 
murder both had guns that were purchased 
by their mothers. The mothers went with them 
to the gun store to get access. The mother of 
the Parkland student thought she had taught 

her son to treat guns carefully and so forth, 
and she just totally failed to see she was put-
ting a very dangerous instrument into his 
hands. 

Q: DO YOU HAVE ANY 
THOUGHTS ON ARMING 

TEACHERS?

A: The average school shooting is over 
in 3 minutes. The average time it takes 

for law enforcement to get there is 5 minutes, 
so often the school shooting is over before 
the police get there. If you have an armed 
teacher, let's say you have 2 armed teachers 
in a school, and the school shooter is in an-
other classroom, a great deal of damage could 
be done before an armed teacher could get 
there. 

I do not favor arming teachers. I don't think 
it would make a substantial reduction. And 
there's always the risk with an armed teacher 
that an angry student will get a hold of the 
gun, and more harm will occur. For example, 
in home burglaries, more homeowners are 
harmed by a gun that the burglar finds than 
are successful in killing the burglar.

Q: DO YOU HAVE HOPE THAT 
WITH INCREASED AWARE-

NESS AMONG SCHOOLS, MENTAL 

HEALTH CLINICIANS, AND THE GEN-
ERAL PUBLIC, SCHOOL SHOOTINGS 
MAY BECOME LESS COMMON?

A: I would not say I'm optimistic. In-
creased mental health availability is 

a good move and will reduce school shootings. 
There are also active shooter drills at schools, 
school doors are being retrofitted so they can 
be locked down, and bulletproof glass is 
being installed. These drills and mechanical 
devices could reduce the size of a massacre.

The other thing is the average school shoot-
er tells 2 other students—some have told 11 
students—about a school shooting. There is 
now a major “See something, say something” 
campaign to encourage students to report 
any threat or implicit threat. I think that is a 
favorable development. 

I am also aware of cases where potential 
school shooters have been interrupted because 
someone makes a report—a gun store selling 
a gun to a suspicious person—and that allowed 
police to interview and intervene. So, I do 
think there are some forces in favor of reduc-
tion because of awareness on the part of other 
students, teachers, gun sellers, and clinicians. 

But, overall, I cannot say I'm optimistic that 
we're going to have a sharp reduction. There 
are always going to be students who have 
grievances. ■

School Shooters: Tormented Teens or Cold-Blooded 
Killers?
SATURDAY, OCTOBER 5  |  5:45 P.M. — 6:45 P.M.

In 2018, the United States had a record number of school shootings. 
Educators are now frequently consulting with mental health clinicians to 
assess students who raise red flags and make even veiled threats. This 
session will help clinicians recognize potential school shooters in their 
own practice and assess students who make threats to attack schools. 
Attendees will learn the most significant risk factors.
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Sanjay J. Mathew, MD, vice chair for 
research at Baylor College of Medicine 
and staff physician at the Michael E. 

Debakey VA Medical Center in Houston, 
Texas, has long been interested in the brain’s 
glutamate system and how it could be 
manipulated with substances such as ket-
amine to treat conditions including depres-
sion and suicidal ideation.

At this year’s Psych Congress, Dr. Mathew, 
who is also director of Baylor’s mood and 
anxiety disorders program, will share the 
top 5 things that mental health clinicians 
should know about therapy with ketamine 
and the esketamine nasal spray newly 
approved by the US Food and Drug Admin-
istration (FDA). Below, he discusses his 
research into ketamine, how it works in the 
body, ongoing research into the compound, 
and similar agents that are in development.

Q: HOW DID YOU FIRST BECOME 
INVOLVED WITH RESEARCH 

INTO GLUTAMATERGIC AGENTS 
SUCH AS KETAMINE?

A: I've been involved ever since my 
faculty position at Mount Sinai 

[School of Medicine], where we were inter-
ested in the glutamate system broadly for 
its potential impact in neuroplasticity and 
we were studying agents such as riluzole, 
which is approved in amyotrophic lateral 
sclerosis (ALS), and repurposing it for de-
pression and generalized anxiety disorder. 
And then in 2006, we noted the work by 
[Carlos A.] Zarate, and prior to that John 
Krystal and Dennis Charney at Yale [School 
of Medicine] had done initial studies with 
IV ketamine. Dennis Charney, who was my 
mentor at Mount Sinai, influenced us to try 
to replicate and extend some of the work of 

Zarate. And so we've been involved since 
that early time testing ketamine as an anti-
depressant but also looking at it in suicide 
and looking at it from a mechanistic point 
of view, trying to understand how it may be 
working in patients.

Q: WHAT DID YOU FIND EXCIT-
ING? WHY DID YOU THINK IT 

WAS SOMETHING YOU WANTED TO 
SPEND TIME WORKING ON?

A: It was really a paradigm shift, in that 
it was a way to rapidly potentially get 

a patient better, get them out of a depression. 
Many of these patients had been depressed 
for several decades and they report that they'd 
been on multiple trials and even if the trials 
of selective serotonin reuptake inhibitors 
(SSRIs) or other medications worked, they 
would lose effectiveness, and they would 
relapse. So it was an almost sort of endless 
cycle of partial hope and then despair. Some 
of these patients had had electroconvulsive 
therapy (ECT). Some of them had had multiple 
hospitalizations and suicide attempts and so 
they were really seeking alternatives. They 
were exploring neurostimulation. Around that 
time, transcranial magnetic stimulation (TMS) 
had become FDA-approved. And there was 
clinical trials in deep brain stimulation. Ket-
amine offered this hope that you could get 
out of the despair or hole of depression and 
get better quickly and so that was what was 
exciting, I think, for patients.

And then for me, as a clinician, to actually 
see that awakening, if you will, of patients for 
several hours after the infusion, that would 
persist in some patients for several days—and 
we've had patients even with several week 
responses—was very gratifying to see. The 
challenge of course is how did you maintain 

that wellness as inevitably the ketamine effect 
wears off and patients would relapse. And so 
that's where we've been devoting a lot of our 
efforts to identify the best ways to maintain 
the benefit.

Q: IN YOUR RESEARCH, WHAT 
HAVE YOU FOUND MOST 

STRIKING ABOUT KETAMINE AND 
SIMILAR AGENTS?

A:Well, it seems that across different 
clinical programs, different research 

programs in the US and internationally, ket-
amine no matter what the formulation—be 
it IV, intranasal, subcutaneous, and so on—
does appear to have this rapid onset of ben-
efit within 50% plus of patients, even with 
resistant depression, and it also appears to 
have antisuicidal properties that may be 
independent of depression. And that's been 
a replicable finding. Now with the FDA ap-
proval of intranasal esketamine, we've seen 
data even in very large numbers supporting 
that notion, that you can get a patient better, 
quicker, and get them out of the suicidal 
state. So that research over the last 10 to 15 
years has now matured to the point where 
we actually now have an FDA-approved vari-
ant of ketamine that will now be available to 
potentially many more thousands of patients.

Q: CAN YOU EXPLAIN HOW KET-
AMINE WORKS IN THE BODY 

AND HOW IT IS DIFFERENT FROM 
OTHER ANTIDEPRESSANTS?

A: It's different, most fundamentally, in 
that it does not impact the monoamine 

systems directly. So it doesn't impact sero-
tonin, norepinephrine, and dopamine di-
rectly. I mean certainly there are indirect 
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effects on multiple systems. How ketamine 
is actually working as an antidepressant is 
part of the talk I'll be giving at Psych Congress, 
and it's a complex story and it's an evolving 
story. We know its initial target is on the glu-
tamate N-methyl-D-aspartate (NMDA) recep-
tor and it's a channel blocker, so it works 
within the ion channel and binds to the phen-
cyclidine (PCP) site within the channel pore. 
So it's a channel blocker but at the same time 
it may potentiate the activity of other glutamate 
receptors, namely the α-amino-3-hydroxy-5-
methyl-4-isoxazolepropionic acid (AMPA) 
receptor. We know the AMPA receptor is 
critical for a whole host of processes involving 
learning, memory, and mood. And AMPA re-
ceptor potentiation is critical to neuroplasti-
city and the growth of synaptic connections, 
or so-called synaptic connectivity. So the 
pathways involve enhancement of brain-
derived neurotrophic factor (BDNF) and other 
neurotrophic factors and proteins that are 
involved in this process that makes synapses 
or spaces between neurons connect better 
with each other. So that's sort of a long-wind-
ed explanation of a very exciting area in basic 
science.

There's been recent work by Conor Liston 
at Weill Cornell Medicine in New York, and 
then building on work from Ron Duman and 
others from Yale, showing that the enhance-
ment of spines, so-called dendritic spines, is 
required for sustaining the antidepressant 
activity of ketamine. And it explains why, 
when ketamine's out of your system in sev-
eral hours, there are effects longer term, well 
beyond the time the drug has left your body. 
And it may be because, what's been shown 
in animals, is the formation of these newly 
formed dendritic spines. Very exciting work.

Now it should be mentioned that there's 
controversy regarding the role of glutamate 
and NMDA in ketamine's activity. Work by 
Alan Schatzberg most recently, and his col-
leagues at Stanford, including Carolyn Ro-
driguez and Nolan Williams, they've shown 
that if you give naltrexone, which is a mu-
opioid receptor blocker, you can attenuate 
the antidepressant activity of ketamine. So 
they've argued that ketamine acts by an 
opioid mechanism, either directly as a mu 
receptor agonist, or through an endogenous 
opiate mechanism, which remains to be 
determined. And so that's very intriguing 
data in a small group of patients, and there 
have been arguments back and forth, both 
clinically and preclinically, suggesting that 
ketamine's opiate activity is not a critical 
aspect. So I think that argument remains in 
progress and it's an interesting one, par-
ticularly as this is a Schedule III agent, a 
potential agent of abuse. We know it's mis-
used in regions in the country and interna-
tionally, and so the last thing we want to do 
as clinicians is start another opiate abuse 
epidemic, and so we need to be very careful 
and mindful about this product and its 
mechanism of action. I think we just need 
to learn a lot more about it.

Q: HAS KETAMINE SHOWN 
PROMISE IN TREATING ANY 

CONDITIONS OTHER THAN 
DEPRESSION AND SUICIDAL IDE-
ATION?

A: Post-traumatic stress disorder (PTSD) 
is probably been the other main in-

dication that's under study. There's initial 
pilot reports with a single infusion showing 
rapid reductions in broad PTSD symptoms 
across multiple dimensions of the illness, 
including the hyperarousal that we experi-
ence in the mood and cognitive symptoms 
associated with PTSD. There's now an ongo-
ing trial funded by United States Department 
of Veterans Affairs (VA) and Department of 
Defense, run by John Krystal at Yale and John 
Roache in San Antonio, studying two doses 
of ketamine vs placebo in almost 200 patients 
with PTSD. So I think that'll be the definitive 
largest trial of ketamine.

There's also been some other smaller stud-
ies of obsessive-compulsive disorder (OCD) 
based on some initial work that there could 
be reductions in obsessions and compulsions 
associated with this illness. There's also been 
some interesting work from Elias Dakwar, at 
Columbia University and the New York State 
Psychiatric Institute, where he's combining 
ketamine with a mindfulness-based group 
psychotherapy. And he's using that as a means 
to enhance the effectiveness of this mindful-
ness therapy to decrease relapse for cocaine 
use disorder patients. And so this is a study 
that I think soon will be published in the 
American Journal of Psychiatry, showing re-
markable persistence of the benefit of co-
administration of ketamine with this group 
psychotherapy. So there's a number of poten-
tial applications beyond major depression, 
but I think the most promising, certainly have 
been the suicide and the PTSD indication. I 
should also mention there's been work in bi-
polar depression, which would be a natural 
sort of extension of the work in treatment-
resistant depression.

Q: WHAT RISKS OR POSSIBLE 
SIDE EFFECTS DO PATIENTS 

FACE WHEN TAKING KETAMINE?

A: The most commonly observed side 
effects would be dissociation, and 

dissociation can entail feelings of unreality, 
feeling outside of yourself, feeling outside of 
your body, like you're looking outside yourself 
from above, and feelings of floating, levita-
tion, feelings that your body parts are unusu-
ally big or unusually small, an altered sense 
of time.

So these are strange experiences, some 
have called it a K-hole type experience. Users 
of ketamine get into this sort of altered state 
and for some it can be a scary experience, but 
for many, it's not unpleasant. And these are 
transient effects that generally normalize 
within an hour and one of the reasons that 
there is a 2-hour recommended monitoring 
period is to make sure patients, after their 

treatments, are no longer having dissociation 
or sedation. Sedation is another commonly 
observed side effect. Dizziness you see as a 
transient effect. You see nausea, some patients 
may have vomiting. For some patients we may 
premedicate with ondansetron to help mitigate 
that. There could be elevations in blood pres-
sure, and in small proportions of patients, you 
may see more dramatic elevations of systolic 
or diastolic blood pressure, so blood pressure 
is something we regularly check at several 
time points during the treatment. For patients 
with uncontrolled hypertension, this is not 
something we would recommend. And ket-
amine is also contraindicated in patients with 
aneurysmal vascular disease, arteriovenous 
malformation, or history of intracerebral hem-
orrhage. So there are some absolute contra-
indications, but what I've mentioned are the 
most common side effects: the sedation, dis-
sociation, the increase in blood pressure. And 
we recommend patients don't drive or operate 
heavy machinery on the day that they're re-
ceiving the ketamine.

Q: NOW THAT ESKETAMINE IS 
ON THE MARKET, HOW DO 

YOU EXPECT IT TO IMPACT THE 
OVERALL TREATMENT OF DEPRES-
SION?

A: Ketamine has been used off-label, 
particularly in the last several years, 

at numerous clinics all over the country. By 
now there's several hundred freestanding 
ketamine centers that we know about that 
advertise their services. What the approval 
of Spravato, or intranasal esketamine spray, 
will do will increase access in that now it 
would be covered by private insurances, 
presumably, and by other government-run 
insurances. The VA is starting a pilot program 
for the use of intranasal esketamine sometime 
this year. 

So it'll expand access because up until now 
there's been very little insurance coverage. 
Many patients have had to pay out of pocket, 
which could be very expensive. The prices, 
several hundred dollars, up to $600, $800 
even per infusion. So if you're thinking about 

6 to 8 infusions over 3 to 4 weeks, that can be 
very expensive and well outside the range of 
financial feasibility for many patients. And so 
having an FDA-approved insurance covered 
approach is critical for many, many patients 
who would just not otherwise have access to 
the drugs if they were not in a clinical trial or 
did not have the means to pay out of pocket.

Q: WHAT ARE THE MAIN DIFFER-
ENCES BETWEEN GETTING 

KETAMINE INFUSIONS AND TAKING 
THE INTRANASAL SPRAY, AND CAN 
PATIENTS DO BOTH?

A:With the intranasal spray, you spare 
yourself an IV line, and a stick at each 

treatment, and for some patients that's a big 
deal. They simply do not like IVs and may 
have concerns about that, so for them it's a 
huge advantage. For other patients, they 
certainly don't mind the IV, and it's a nonissue 
for them. And I should mention that for the 
intranasal there are some patients who would 
not be good candidates for that. If they have 
history of nasal polyps, or if they have nasal 
deviated septums, or have chronic rhinitis 
or chronic sinusitis, it may be more problem-
atic for them to have an intranasal approach 
due to that. So at this point, we would want 
to take the patient's preferences into account, 
their financial situation, their insurance cov-
erage, there's a number of factors I think that 
would guide us to think about the intranasal 
versus other forms. Each have their advan-
tages and potential disadvantages.

Q: ARE THERE ANY MISCONCEP-
TIONS ABOUT KETAMINE 

THAT YOU WOULD LIKE TO AD-
DRESS?

A: People throw out the term 'party drug' 
and so on, and certainly I'm not min-

imizing the abuse liability. It's a scheduled 
agent that certainly has been misused and 
abused. I should say that for the intranasal- 
approved version, there's a very stringent 
Risk Evaluation and Mitigation Strategy 
(REMS) program that is absolutely mandated 
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and that requires due diligence and careful 
control of the supply and the distribution 
such that there would be minimal potential for 
diversion. You have to have a certified health 
care setting. The patient doesn't take it home, 
but they administer the drug under direct 
observation of the health care provider. 
There's 2 hours post-treatment monitoring. 
Every patient has to be enrolled and registered 
and the data sent to the company. So it's a 
very carefully thought-out program, which 
I think will really minimize the risk for serious 
diversion, although certainly clinicians should 
be keeping alert and vigilant to that potential.

Q: ARE THERE ANY OTHER GLU-
TAMATE MODULATING 

AGENTS THAT YOU THINK CLINI-
CIANS SHOULD BE WATCHING?

A:My Psych Congress talk will cover a 
few of those. Since the ketamine story 

has emerged, it's been a really hot area for 
drug development. There are drugs that are 
orally administered in development in phase 
3. There's a drug by Axsome Therapeutics 
called AXS-05, which is a combination of 
dextromethorphan, which is one of the active 
ingredients in Robitussin, and bupropion, 
sort of a well-known antidepressant. That's 
a combination drug that's orally administered 

and that's being pursued for depression right 
now, which is exciting because it's an oral 
drug, and if it has rapid onset of antidepres-
sant efficacy and minimal abuse liability, that 
will be a huge advance.

There's also a drug called rapastinel that's 
being studied in adjunctive treatment of major 
depression, and as an IV drug also being 
studied in suicide, and so those studies are 
underway. There were some negative phase 
3 studies but there are additional studies that 
are ongoing. And there's a number of other 
drugs including AV-101. It's an oral drug as 
well that's being studied as an adjunctive 
treatment in depression that works on a mod-
ulatory site on the NMDA receptor, the glycine 
site. So it's a different mechanism than ket-
amine and it's not a channel blocker within 
NMDA, but by modulating the glycine site, 
the hope is that it would provide a safe, rela-
tively minimal side effect profile with some 
of the same efficacy.

So that's the hope for these drugs. So the 
glutamate NMDA story continues to evolve, 
and so the hope is over the next 5 years we'll 
have additional compounds that are approved.

Q:IS THERE ANYTHING ELSE 
YOU'D LIKE TO ADD ABOUT 

WHAT YOU'RE GOING TO BE TALK-
ING ABOUT AT PSYCH CONGRESS?

A: One thing I will be talking about at 
the end of the talk is, what are the 

unknowns and where do we really need to 
focus our research efforts, and clinical ef-
forts, to try and understand? 

And one of them is, how does the drug do 
in late-life depression? We don't have much 
data in patients older than 65. There was 
some suggestion from the esketamine data 
that the effects may not be as robust in that 
population. This is a critically unserved 
population, because they may be more sus-

ceptible to some of the side effects, they 
have multiple medical comorbidities, there 
may be mild cognitive impairment, so we 
have very few good alternatives for them. 
So we need to know much more about that 
population. 

We need to know much more about the 
clinical predictors or mediators of efficacy. 
Who are the types of patients who do well? 
So I'll be talking a little bit about that as well 
in the talk. What are the unmet needs and 
where do we need more data? ■
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