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About the workshop

A panel of leading experts was convened by F. Hoffmann La-Roche on 12—13 November 2018 to discuss
current insights and future avenues for clinical development of novel therapies for rare
neurodevelopmental disorders (RNDDs). The experts ranged from clinical researchers to preclinical
scientists to industry partners who are all active leaders in the field. The organizing committee put
together a broad range of current topics and questions around clinical trial development in RNDDs, and
the goal was to discuss current hurdles and opportunities in clinical development of future trials for these
RNDD populations, such as trial design, outcome assessments and biomarkers. The experts had as their
mandate to envision the future of clinical trials in RNDDs, by critically examining the past and sharing
examples of current efforts to move the field forward. The workshop consisted of structured facilitated
discussions around key topics summarized below, and the discussion was recorded and incorporated into
a summary that was circulated back to the expert panel for clarifying comments and alignment. The final
summary of this discussion is presented in this manuscript, including subsequent updates to ongoing work.

Key topics:

* Angelman syndrome, preclinical developments

* Angelman syndrome, clinical developments

* Dup15q syndrome and syndromic ASD perspective

* Non-syndromic ASD perspective

* Rett syndrome

* Dravet syndrome

* Fragile X syndrome

* Tuberous sclerosis complex

* Electrophysiology as a biomarker

* Paediatric sleep in neurodisability

¢ Gene therapy in neurodisability

* What biomarkers can we use to detect early change in neurodevelopmental processes?
* Genetic epilepsy: quantifying impact of seizures/ how to disambiguate effects on seizures from cognition

Content included in each topic

* Current challenges for the field

* Recent insights with greatest potential for clinical development: e.g. animal models, cell-based
approaches, enabling technologies, novel endpoints, regulatory perspectives

* Work in progress

Further reading by section

When to intervene?

Biological mechanisms potentially related to critical windows of neurodevelopment, and a specific example

of the effects of intervention at different developmental stages in mouse model of Angelman syndrome.
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Clinical outcome assessments
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Interaction of seizures with cognition and neurodevelopment, and challenges in seizure quantification
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of children.

7 Colonna, A. et al. The Effects of Sleep on Emotional Target Detection Performance: A Novel iPad-
Based Pediatric Game. Front Psychol 9, 241, doi:10.3389/fpsyg.2018.00241 (2018).

Biomarkers

Links between electrophysiologal biomarkers and clinical outcomes including seizures and autism

spectrum disorder.
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Disease-specific electrophysiology signatures, with an example of modulation by genotype and

translation from mouse models to human in Angelman syndrome.
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