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The BRAIN Foundation (Pleasanton, CA) hosted Synchrony 2022, a medical confer-
ence focusing on research for treatments to benefit individuals with neurodevelopmental
disorders (NDD), including those with autism spectrum disorders (ASD). One of the four
roundtables focusing on some of the most challenging and unsolved problems in ASD
concentrated on understanding behavioral exacerbation in children with ASD and gaining
a better understanding of the underlying causes.

Dr. Jennifer Frankovich, MD, MS Director of the Immune Behavioral Health Clinic and
Clinical Professor in the Dept of Pediatrics at Stanford Children’s Health /Lucile Packard
Children’s Hospital chaired a roundtable with experts in behavior exacerbation in children
with ASD and the possible role of systemic or localized inflammation in such behavioral
exacerbations. While selected experts provided specific input, significant time was also
devoted to discussing the important knowledge gaps, input from parents regarding unmet
needs, and case presentations from physicians and parents to illustrate some of the most
difficult cases.

Additional panelists included Dr. Richard E Frye, MD, PhD, President of the Autism
Discovery and Treatment Foundation; Elizabeth D. Mellins, MD from Stanford University;
Harumi Jyonouchi, MD from St. Peter’s University Hospital; Stephen J. Walker, PhD
from the Institute for Regenerative Medicine at Wake Forest; John Gaitanis, Chief of Child
Neurology at Hasbro Children’s Hospital, Brown University; and James Adams, Director
of the Autism Program at Arizona State University.

The panel’s first task was to consider the overlap of ASD with Pediatric Acute-onset
Neuropsychiatric Syndrome (PANS) and Pediatric Acute-onset Neuropsychiatric Disorder
associated with Streptococcus (PANDAS). The panel recognized that the symptoms over-
lapped between ASD and PANS/PANDAS. However, one of the concerns from a diagnostic
perspective was that, in PANS/PANDAS, the defining symptoms can arise suddenly in
individuals with either low-grade symptoms or without any preceding symptomatology,
in contrast to individuals with ASD, where symptomatology may worsen rather than
arise “out of the blue”. One substantial concern from a diagnostic perspective regards the
threshold for how much worsening of symptoms is considered a significant exacerbation
versus a de novo manifestation. In addition, the emergence of neuropsychiatric symptoms
as sequelae of the coronavirus disease of 2019 (COVID-19), which is now referred to as long
COVID, may also cause changes in behavioral symptoms in some ASD subjects.
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Parents in attendance remarked about repeated relapses and remissions of neuropsy-
chiatric exacerbation throughout childhood, adolescence, and adulthood, which were
associated with infections and onset/relapses of other comorbidities (inflammatory bowel
disease, psoriasis, arthritis, epilepsy, etc.) and possibly dietary and other environmen-
tal triggers.

Thus, in an effort to move forward, the panelists agreed to work together to develop a
comprehensive consensus paper that outlines the current knowledge regarding behavioral
exacerbation in ASD. An additional aim is to identify research approaches to elucidate
underlying causes and ultimately to develop an evidence-based differential diagnosis
instrument. Initially, the process will be developed based on a review of the literature and
expert opinion on the important underlying causes of behavioral exacerbations. However,
in the longer term, this diagnostic tool will need to be validated, perhaps through the iden-
tification of noninvasive biomarkers associated with the various causes of exacerbations,
allowing targeted treatments. Overall, the consensus was that this is an important area
of ASD research, which currently has many knowledge gaps. Further, the group felt that
better defining the phenomenon of behavioral exacerbation in ASD and its underlying
causes could significantly improve the quality of life of children and adults with ASD and
their families.
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