Alliance for Genetic Etiologies in Neurodevelopmental Disorders and Autism
Autism Science Foundation, Dup15q Alliance, Fragile X Research Foundation,
Phelan McDermid Research Foundation, Simons VIP Connect, Rett Syndrome Research Trust
and the Tuberous Sclerosis Alliance
Introduction and Mission
Families with a genetic mutation which pose unique health and medical
needs have formed individual Patient Advocacy Groups (PAGs). These
PAGs help advance research through funding and advocacy, and improve
awareness. This has lead to better interventions and improved outcomes
for those affected. While the genetic mutations may be rare, the
symptoms and needs of individuals with these mutations are not. For
example, some PAGs have joined together to help scientiic discoveries in
epilepsy
(https://ren.rti.org),
brittle
bones
and
porphyrias
(https://www.rarediseasesnetwork.org/cpag/). These are a few examples
of over two dozen similar collaborations.
Likewise, advances in genetic testing have resulted in the discovery of
multiple rare variants that cause autism spectrum disorder (ASD).
The syndromic, rare variant forms of autism account for only ~10% of
autism spectrum disorder cases to date. However, understanding the
commonalities and differences across genetic disorders with a high
prevalence of autism has identified potential treatment targets, screening
of compounds to treat both core and associated symptoms of ASD such
as seizures, improved advocacy with governmental agencies including
the FDA and NIH and development of drug trials. One of the biggest
issues in understanding autism is the diverse set of biological and
behavioral features. This heterogeneity has slowed progress in treating
or understanding the core symptoms of ASD. However, individuals with
these known genetic mutations show less of this heterogeneity both
genetically and behaviorally, and understanding of these particular types
of autism will improve care for those with unknown etiologies.
AGENDA strives to improve outcomes for individuals with all forms of
autism by fostering a genetics-first approach to autism research, and by
strengthening collaborations among organizations representing
genetically-defined disorders associated with autism.

History
In 2015, seven patient advocacy and science groups that represented
individuals with a known form of syndromic autism convened and
established a mission statement. In addition, common goals and table
of research infrastructure was compiled. A website for researchers to
access this information can be found here: www.gdaac.org. The
website includes profiles of each organization, a summary of each
disorder and link to autism, research resources that can be accessed by
scientists, and videos to talks on this topic. Much work has gone into
establishment of collaborative priorities, opportunities, shared
challenges and both scientific and funding opportunities.

Current Contributing Members of AGENDA

Autism Science Foundation provides
some
administrative
support,
organization, logistics for AGENDA.

Fragile X Syndrome is caused by a
mutation of FMR1 gene. Individuals
with Fragile X have a 50%
prevalence of ASD, mostly with low
cognitive function.

Individuals with a 15q11.2-13.1
duplication or Dup15q Syndrome
have an 80% prevalence of ASD.

Individuals with Phelan McDermid
Syndrome have a mutation in the
SHANK3 gene and an 80%
prevalence of autism.

Simons Variation in Individuals Rett Syndrome is caused by a
Project is an online community and mutation of the MeCP2 gene. About
research initiative to understand over 60% of girls affected show
30 rare mutations associated with symptoms of ASD.
ASD.
About half of individuals with tuberous sclerosis
complex also have an autism diagnosis. TSC is
caused by a mutation of either the TSC1 or TSC2
gene.

External Advisory Members
Audrey Thurm, PhD, NIMH and
Jeremy
Veenstra-Vanderweele,
MD, Columbia generously provide
scientific guidance to AGENDA.

Collaborative Activities of AGENDA to date

• In May, 2017, AGENDA organized a Special Interest Group (SIG)
meeting at the International Meeting for Autism Research in San
Francisco, CA. Over 80 people were in attendance. In addition to
hearing from leaders of PAGs with research resources that scientists
could access and utilize, the group broke out into smaller groups to
identify priorities in research, both short and long term, and those that
need larger infrastructure and those that require collaboration among
researchers.
• AGENDA members use an open source discussion
platform to share ideas, notice of meetings, and
funding opportunities.
• Organizations have collaborated to help fund early career
investigators who are dedicated to understanding the heterogenetity of
ASD. These include both studies of behavioral features in those with
low IQ (Fragile X), and neurobiology of ASD in syndromic autism
using cell lines (Rett Syndrome).

Priorities Moving Forward
1. Increase collaboration across partners and with NIH Institutes
on funding priorities, including individual projects and larger
infrastructure needs;
2. Standardize (or partially standardize) patient registries for
cross – disorder research;
3. Establishment of common biorepository structure and
processes, including materials from animal models and human
specimens;
4. Development of clinical guidelines to treat individuals with rare
mutations;
5. Include more Patient Advocacy Groups into both research and
advocacy related activities of AGENDA;
6. Expand relationships with FDA for bidirectional discussion on
challenges and opportunities for clinical trials.

