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Conferences | APA
What treatments could handle both psychiatric emergencies and long-standings mental
health conditions—in a hurry?
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CONFERENCE REPORTER
Psychiatry may be lagging behind other branches of medicine in an important way.
“In the rest of medicine, as you increase the acuity you increase the number of
treatments,” Nolan Williams, MD, told the attendees of the 2021 American Psychiatric
Association (APA) Annual Meeting, but in psychiatry, “as we increase acuity we actually
lose treatment options.”
Williams and his fellow presenters at a panel on rapidly acting medications1 all had the
same question: How can psychiatrists design treatments to respond to sudden-onset
conditions?
Williams, assistant professor of psychiatry and behavioral sciences at Stanford
University Medical Center, described the situation as “emergency room purgatory.”
Because of slow-acting treatments and limited hospital capacity, “the whole process of
going through the inpatient unit can take several months,” he said. “The only treatment
that we have available for these folks is ECT [electroconvulsive therapy.” But ECT is
available in only 10% of US hospitals.
However, psychiatrists might have other options for fast-acting treatments. He shared
several studies showing that accelerated theta burst repetitive transcranial magnetic
stimulation (r-TMS) had positive results for mood disorders, including MDD.2-4 R-TMS
treatment works by stimulating the left dorsolateral prefrontal cortex (DLPFC). In MDD,
the DLPFC may be failing to inhibit the subgenual cingulate, and the result of this
network failure is cognitive impairment and inwardly directed negative thoughts,” Nolan
explained. “By stimulating DLPFC, r-TMS corrects the mood imbalance and restores
mood regulation.”
In initial numbers from his study of patients with a treatment-resistant mood disorder
(TRD), Nolan found that after 5 days of sessions (10 hourly sessions at 1800 theta-burst
pulses per hour), participants improved. On the Montgomery Asberg Depression Rating
Scale (MADRS), he found an 80% average reduction of participants MADRS scores.
Another options for fast-acting treatment is ketamine. Charles DeBattista, MD, professor
of psychiatry and behavioral sciences at Stanford University, presented evidence for its
e]cacy for TRD. He noted that ketamine is an anesthetic agent, a μ-opioid agonist, and
while its effects on TRD are rapid, making it potentially helpful in psychiatric
emergencies. “Often within a couple of hours to a day, patients experience a signi^cant
improvement, and the effects were sustained for a week or so,” he said. These effects
did decrease after a week, but there is also evidence that repeated injections may lead to
longer-term effects.5
DeBattista also presented the option of esketamine, which has been fast tracked by the
US Food and Drug Administration for treating TRD and acute suicidality in MDD. Multiple
studies have found that it rapidly lowers suicidality.6,7
New mothers represent another population that might bene^t from fast-acting
medications. “Maternal mental health is something that’s been an enormous problem
forever,” said Samantha Meltzer-Brody, MD, MPH. “Those of us that have the privilege of
working with perinatal women are always struck by how debilitating PPD [postpartum
depression] can be.” Rapidly acting medications could reduce mortality and morbidity,
she said, and allow for more positive interactions between mothers and their newborns.
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Although many selective serotonin reuptake inhibitors are approved to treat PPD, she
pointed out that their initial effects may not be felt for weeks or even months, and many
women’s symptoms do not respond to them. Meltzer-Brody, the Assad Meymandi
Distinguished Professor and Chair in the University of North Carolina Department of
Psychiatry, also considers an alternative to these medications: neurosteroids like
brexanolone.
In a 2018 paper, Meltzer-Brody and her coauthors found brexanolone to be effective for
treating PPD.8 Using the HDRS for measurement, the researchers found an average 8- to
10-point reduction in 12 hours, and around an 18-point reduction at 60 hours, the study’s
primary endpoint. At day 30, participants average reduction remained, on average, 16
points down from baseline. The paper hypothesized that brexanolone works by
increasing γ-aminobutyric acid (GABA) function, which appears to be inhibited during
PPD.
With these new options, it seems psychiatry may not lag behind other branches of
medicine for long.
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Sleep problems are understudied, underdiagnosed, and undertreated.

shutterstock/308066747

CONFERENCE REPORTER
“Sleep problems are understudied,” Ellen Lee, MD, told attendees at the 2021 American
Psychiatric Association (APA) Annual Meeting. “They’re underdiagnosed and
undertreated in people with mental illness.” Thus, Lee encouraged clinicians to screen
for sleep problems, because sleep “is a modi^able and important target for intervention.”
Lee, along with other colleagues, shared insights and preliminary research results on
how sleep may impact mental health and psychiatric disorders.
Sleep problems affect between 30 and 80% of individuals with schizophrenia and are
associated with lower quality of life and poorer cognitive and frontal lobe functioning,
explained Lee, assistant professor in residence in the Department of Psychiatry at the
University of California at San Diego.1-3 In as-yet unpublished research, Lee found that
sleep apnea is associated with increased inoammation, while higher subjective reports
of sleep quality are associated with lower levels of inoammation. Since inoammation is
also associated with psychosis,4 treating sleep problems could also improve the
symptoms of mental illnesses.
Beyond schizophrenia, sleep issues also appear in mood disorders like depression.
Stephen Smagula, PhD, presented research on possible links between morning activation
de^cits and depression among family members caring for patients with dementia.
Older individuals with depression often report di]culty getting up and active in the
morning.5 Morning activation de^cits are sometimes thought to be immutable (some
individuals are just not morning people), but in functional magnetic resonance imaging
readings, dementia caregivers with depression showed higher resting-state amygdalaPCC connectivity, which is associated with stress, fear, and escape responses.6
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“Although this is speculative,” Smagula cautioned, “it seems plausible that the nonmorning type caregivers are doing behaviorally disengaged, emotion-focused coping. So
put another way, some caregivers might wake up, feel overwhelmed, say ‘Expletive! I’m
going back to bed.’”
This raises the possibility, according to Smagula, who is assistant professor of
psychiatry and epidemiology at the University of Pittsburg, that “instead of treating the
depression and hoping the morning activation de^cit goes away, we could be targeting
the morning activation de^cit to treat the depression.” Clinicians could consider
treatments such as activity scheduling, which would get the caregivers up and moving,
increase their light exposure, decrease fragmented sleep, and limit the time they spend
ruminating—all of which could improve their depressive symptoms.
Sleep also affects cognition, especially in older adults. Ruth O’Hara, PhD, presented
initial data on the impacts of delta activity at sleep onset (DASO). Study participants with
DASO demonstrated better affective function overall and over time, which led O’Hara to
conclude that testing DASO or other variables may help clinicians predict patients’
cognitive futures. “We think that characterizing sleep dysregulation in older adults may in
fact identify valuable biomarkers,” explained O’Hara, who is the Josephine Q. Berry
Professor of Psychiatry and Behavioral Sciences at Stanford University. They could “help
us predict cognitive decline and onset of dementia, as well as predicting affective
dysfunction.”
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New research find altered states of consciousness may allow veterans and other
patients with PTSD to face unspeakable experiences and find peace.
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CONFERENCE REPORTER
“There’s more to trauma than physicality,” Rachel Yehuda, PhD told attendees at the 2021
American Psychiatric Association (APA) Annual Meeting. “For decades we have been
talking about how to integrate pharmacotherapy with psychotherapy. But we haven’t
understood how to do it.”
For patients with posttraumatic stress disorder (PTSD), one possibility is combining
therapy and mind-altering drugs, like 3,4-methylenedioxymethamphetamine (MDMA),
panelists explained.
Mark Bates, PhD, former branch chief for Psychological Health Promotion in the
Department of Defense’ Psychological Health Center of Excellence, presented ^ndings
from 6 phase 2 trials of combined MDMA and psychotherapy in the treatment of PTSD.1
The studies included 103 participants who had experienced treatment-resistant PTSD
symptoms on average for more than 15 years.1
Participants progressed through several types of sessions in all of the studies. First,
participants and clinicians conducted an initial, 90-minute interview, preparing the
participants for the MDMA-assisted sessions and discussing their PTSD. Then
participants underwent 8-hour MDMA-assisted or placebo sessions. During this time,
participants wore eyeshades and listened to music, and had the option of discussing
their troubling experiences.
The participants who received MDMA experienced an altered mental state, which was
believed to make the discussion easier on them as compared with those in the placebo
group. “One of the most important features,” Bates said, “is this reduced fear response in
combination with increased empathy, trust, and closeness. In the words of one
participant, ‘it’s like being in a box full of puppies.’ You can actually feel safe to bring up
things that were otherwise very uncomfortable.”
Participants and therapists debriefed for 90 minutes the day after the MDMA session.
Integration, Bates explained, helps “the patients retrieve and consolidate much of what
happened during the dosing session and integrate it into their daily lives.”
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The results of the studies were encouraging, he reported. Among participants who
received MDMA, 56% no longer met PTSD criteria by the end of the study and, at a 12month follow-up, that number rose to 67%.1 Mean change on participants’ Clinician
Administered PTSD Scale (CAPS-IV) fell around 45 points. Meanwhile, 23% of
participants who received the placebo did not meet criteria for PTSD by the end of the
study.
Robert Koffman, MD, dug deeper into the science behind MDMA’s potential effects. “We
really don’t know how it is that MDMA actually works,” admitted Koffman, ^rst senior
consultant for integrative medicine and behavioral health at the National Intrepid Center
of Excellence. He noted research indicates that MDMA seems to create the exact
opposite effects of PTSD: Whereas PTSD is associated with increases in amygdalar
activity, heightened fear responses, decreased hippocampal activity, emotional
numbness and distrustful hypervigilance, MDMA is associated with reduced amygdalar
activity, increased hippocampal activity, reductions in fear and defensiveness, and higher
feelings of safety and trust.2 It may also allow for memory reconsolidation.3 In short,
Koffman said, “MDMA increases access to these traumatic memories without the kind
of oooding and emotional numbing characterized by the speechless terrors” that usually
accompany PTSD.
However, Koffman noted the altered mental state induced by MDMA is not enough to
achieve positive results. “What we are really discussing in this talk,” he said, “is the
relationship between the drug and the therapy.” In addition, the therapy involves
additional training to be successful, he cautioned. A therapist should not try to
understand the patients’ problems rationally and then use speci^c techniques to change
their situation; instead, he explained, therapist’ goal should be to mediate their patient’s
access to deep states of their psyches and facilitate “a powerful transformational
experience of a transcendental nature.”4
During the Q and A session Yehuda, who is director of the Center for Psychedelic
Psychotherapy and Trauma Research at Mount Sinai School of Medicine, said that
psychedelic-assisted psychotherapy raised important questions about the nature of
psychiatric healing. “This is almost treasonous for a psychiatry meeting,” she admitted,
“but the actual molecule and neurochemical effects are probably a lot less important to
the healing than the fact that you have provided an opportunity to look at something that
[the patient] couldn’t see, because it was either too painful or it was blocked.”
“The future is here,” Koffman concluded. Although MDMA is currently a Schedule 1 drug,
the Multidisciplinary Association for Psychedelic Studies “fully expects MDMA to be
rescheduled by 2023, possibly even by next year.”
In fact, MDMA treatments are about to pass another important milestone. Next month
Nature Medicine will publish results of a phase 3 trial in which 67% of participants no
longer met criteria for PTSD after 2 months of treatment with MDMA combined with
thereapy.5
“We are so comfortable with our molecules and our neurochemistry,” said Yehuda. “But I
know enough to know that the answers are not just in the molecule. It has to do with the
entire healing process. The good news is that makes clinicians really important.”
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