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The Dup15q Alliance

The Dup15q Alliance is a non-profit patient advocacy group
founded in 1994 to support families who have a loved one
diagnosed with Dup15q syndrome. Beginning as a collection
of 13 families, the Alliance has now grown to support over
2,000 families worldwide.

Our Mission: We empower individuals living with Dup15q
syndrome to reach their full potential by advancing
breakthrough research and life-changing therapeutic
treatments, supporting families affected by Dup15q, and
promoting advocacy.

Our Vision: We envision a world where families, clinicians,
and advocates enable individuals with Dup15q syndrome to
thrive.

Dup15q Syndrome Phenotypes

Dup15g syndrome is a rare neurodevelopmental disorder
caused by the multiplication of a genetic region minimally
encompassing chromosome 15q11.2-13.12. Dup15q
syndrome affects 1:10,000-15,000 individuals worldwide?3.
Multiplications of the 15911.2-13.1 region either present as
interstitial (1 extra genetic copy on the 15t chromosome) or
isodicentric (=2 extra genetic copies on a supernumerary 47%
chromosome).

Feature Interstitial Isodicentric

Maternal-origin duplications present with the symptoms listed
above, while paternal-origin duplications present with a

distinct syndrome characterized by milder symptoms, if any
symptoms are present at all*.

Development of a Scientific Roadmap for Dup15q Syndrome
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Dup15q Syndrome Research Supports UBE3A as the Genetic Driver

« Patient iPSCs and animal models show UBE3A
overexpression leading to abnormal
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Functionally Overlapping Pathways
« 2 E3 Ubiquitin Ligases
« UBE3A, HERC2
« 3 GABA, Receptor Subunits
« GABRA5, GABRB3, GABRG3

Neuron Imprinted Patterns

« 1 Maternally-Expressed Gene (Angelman)

- UBE3A

« 5 Paternally-Expressed Genes (Prader-Willi)
« NDN, MKRN3, MAGEL2, SNRPN, SNURF

(overexpressing UBE3A) have severe symptoms?
* Individuals with paternal-origin duplications
(overexpressing all other genes except UBE3A)
have mild to sub-clinical symptoms*
* Individuals with UBE3A gain-of-function variants or
microduplication present with autism, intellectual
disability, and neuropsychiatric symptoms®

The Dup15q Alliance Scientific Roadmap Highlights Areas of Focus
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The Dup15q Alliance previously published a paper highlighting the Learn, Treat, Cure initiative’. The objectives are to learn as

much as possible about the syndrome, freat the symptoms important to the patient community, and work towards a cure in the
form of a disease-modifying therapeutic. Our current Scientific Roadmap is structured around the Learn, Treat, Cure initiative.
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With financial support from industry partners and input from
families on meaningful change, the Dup15qg Alliance is
leading an endpoint-enabling longitudinal natural history
study. The study will use remote and in-person assessments
over three years at six Dup15q clinics across the country.

The Road To Clinical Trials
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We are grateful to our families, donors, Board of Directors,
and staff for making this work possible. The Scientific
Roadmap was developed with generous input from the
Dup15q Alliance Professional Advisory Board.
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