


Development =  

maturation + experience + chance

lifelong / critical periods











There were no statistically signi�cant changes in the developmental 
performance of children treated with supplements. There were no 
unexpected changes in biochemical parameters and no change in site-
speci�c DNA methylation when comparing samples from before and after 
treatment. There were 10 adverse events that resulted in study 
withdrawal of 7 participants (worsening of seizures, onset, or worsening of 
sleep problems, constipation, and anorexia). Am J Med Genet A. 2011
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Minocycline treatment for up to 16 weeks in children and young adults 
with AS resulted in lack of signi�cant improvements in development 
indexes compared to placebo treatment Orphanet Journal of Rare 
Diseases 2018; 13:144
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There were no clinically or statistically signi�cant changes in any of the 
outcome measures over a 1-year period comparing the levodopa and 
placebo groups. The number of adverse events reported, including the 
more serious adverse events, was similar in both groups, but none were 
related to treatment with levodopa. Am J Med Genet A 2018
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Gaboxadol



STARS was a 12-week, double-blind, placebo-controlled Phase 2 

study. Eighty-eight patients (adults, n=66; adolescents, n=22) aged 13 

to 49 years of age diagnosed with Angelman syndrome were 

randomized at 13 clinical trial sites in the U.S. and Israel. The study 

randomized patients to one of three arms: once-daily (QD) dose of 

OV101 at night (15mg), twice-daily (BID) dose of OV101 (10mg in 

the morning and 15mg at night), and placebo. The primary endpoint of 

the trial was to assess the safety and tolerability of OV101 compared 

to placebo. The STARS trial explored the clinical utility of OV101 on 

improvements in clinical global impressions, maladaptive behavior, 

sleep, and gross and fine motor skills.



The most common AEs reported in the trial were vomiting, 

somnolence, irritability, aggression, and pyrexia.



Overall, OV101 showed a statistically significant improvement 

compared to placebo in the physician-rated clinical global 

impressions of improvement. Further analysis was conducted in the 

hierarchy of symptoms on a prespecified subset of scales across the 

domains of behavior, sleep and gait. However, the analysis of these 

prespecified subsets did not show a statistically significant 

difference from placebo, but full data analyses on these domains are 

ongoing and will be communicated in the future, says the company.

Ovid Therapeutics Inc. (NASDAQ: OVID) shares were crushed to 

start the week after the company announced positive midstage 

results for its Angelman syndrome study. 





Technological imperative

diagnosis/management possibilities
reshape clinical practice/research

new societal expectations/demands 

Dan & Abramowicz. Le statut du discours scienti�que. Les Lumières contre elles-mêmes? 
Avatars de la modernité. 2011. 
Dan & Batxer. Paediatric neurology: a year of DNA technology. Lancet Neurol 2014.

 If something 
  can be done 
it must be done!

 Whose needs
  are being
   served? 
  

The Builders, Fernand Léger
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Health Condition Health Condition 

((disorder/diseasedisorder/disease))

Environmental Environmental 

FactorsFactors
Personal Personal 

FactorsFactors

Body function & structureBody function & structure    

(Impairment(Impairment))
ActivitiesActivities

(Limitation)(Limitation)  
ParticipationParticipation

(Restriction)(Restriction)

International Classification of 

Functioning, Disability and Health

http://www.who.int/classifications/icf/en/

http://www.who.int/classifications/icf/en/




The Times They Are a-Changin' 

enhanced longevity
advances in technology
changes in cultural perception

child in society
disease, disability
professional-family relationship
role of professional

Ronen & Dan. Ethical considerations in pediatric neurology. 
Handb Clin Neurol 2013
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Health

state of complete physical, mental and social wellbeing  

          = = = = = = = = = = = = = = = = 

person’s ability to function 
in a manner acceptable to 
themselves, in ways that 
include their expectations 
and opportunities, even in 
the presence of impairments

WHO, International Health Conference, 19-22 June 1946
Huber et al. Towards a 'patient-centred' operationalisation of the new 
dynamic concept of health: a mixed methods study. BMJ Open 2016 
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Quality of life

‘the disability paradox’

Albrecht & Devlieger. The disability paradox: high quality of life against all odds. Soc Sci 
Med 1999
Dickinson et al. Self-reported quality of life of 8–12-year-old children with cerebral palsy: 
a cross-sectional European study. Lancet 2007
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Functioning

What is wrong?

          = = = = = = = = = = = = = = = = 

What is right?
  What works?
    What are this child’s and 
       family’s strength?
  What goals and interventions
      are valued? 

WHO. International Classi�cation of Functioning, Disability and Health. 2001
WHO. International Classi�cation of Functioning, Disability and Health - Children and 
Youth version. 2007 
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Function ?

= what people do
‘activity’: execution of tasks/actions
‘participation’: involvement in life situations

Albrecht & Devlieger. The disability paradox: high quality of life against all odds. Soc Sci 
Med 1999
Dickinson et al. Self-reported quality of life of 8–12-year-old children with cerebral palsy: 
a cross-sectional European study. Lancet 2007

Focus on
impairment! 

Treat!
or better: cure!

This will
improve 
function!

Make activities 
normal!

Prevent 
abnormal 

ways! 

Good 
intentions are

great!
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Function 

= what people do
‘activity’: execution of tasks/actions
‘participation’: involvement in life situations

Albrecht & Devlieger. The disability paradox: high quality of life against all odds. Soc Sci 
Med 1999
Dickinson et al. Self-reported quality of life of 8–12-year-old children with cerebral palsy: 
a cross-sectional European study. Lancet 2007

What 
people 

do

‘participation’

This will
improve 
function!

‘activity’

Set explicit 
goals

Measure!
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Family

= environment: ‘contextual factors’

Family issues, realities, engagement

Family-centred approach
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Fitness

‘body structure and function’

Promote health 
(not only remediation of ‘disabilities’)

Recreational opportunities 
(sometimes ‘therapy’)
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Fun

‘personal factors’, ‘participation’
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Friends

‘personal factors’, ‘participation’
Social development
Romantic relationships...
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Capture the needs of individuals with 
AS on a functional level 

We have also focused 
on problems and de�cits 
– ‘catalogues’ of the issues we 
identi�ed and thought were 
important to communicate.

Usual performance 
(><capacity)
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GMFCS

NOT a measure of change – 
stable over time

NOT norm-referenced

NOT an assessment of the 
details of motor function 
(rather, simply a 
strati�cation system)

NOT a ‘score’ 
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Make the present, build the future

QoL, participation

Identify & prioritise health issues

Medicine is medicine

Holistic management, specific treatments

Boom in genetic therapies
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