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Abstract

Pediatric Parkinsonism (PP) iIs rare, and "Developmental Parkinsonism” Is the most common and better
described form of PP. It has been related to monoamine defects, a group of genetic diseases without
nigrostriatal degeneration. However, clinical and biochemical patterns of neurodegenerative PP are
poorly described.

In this work aetiology and pathophysiology of parkinsonism starting in the pediatric age Is updated
Including the results of a personal series of 77 patients. We highlight clinical and genetic phenotypes,
neurotransmitter metabolites and L-Dopa response.

Symptoms varied depending on the onset-age: 1) 0-2 years: developmental encephalopathy, hypotonia,
hypo/akinesia, oculogyric crisis, rigidity; 1) 2-10 vyears: subacute progressive dgait instability,
hypokinesia, distal rigidity and dystonia; 1i1) >10 years: bradykinesia, rigidity, dystonia and behavioural
disorders. Twenty-two patients (65%) presented an abnormal NT profile. Mitochondrial disorders were
the most common cause found followed by channelopathies, nucleotide metabolism and cell traffic
defects. 43% of patients have some response to L-Dopa regardless of CSF homovanillic acid levels.
Several genes were described as a cause of PP for the first time (GMF1, PTCD3, CHCHD6, KCNQ2,
KIF1A, GNB1, AUTS2, ANKRD11, CSTB, DNAJC3). Additionally, we show experimental approaches to
understand pathophysiology and response to treatments in some models of PP.
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Her research interests include neurotransmission and the "metabolic environment of the synapse” In
Inborn metabolic diseases as well as the development of new therapies for these rare diseases. She Is
currently leading the synaptic metabolism and personalized therapies laboratory in Sant Joan de Deu
Hospital. She works In the development of treatments based on brain metabolism modulation and has
developed a formula, "Neuroprotect”, to improve neurodevelopment helping to achieve better cognitive
and motor performance in children with neurological diseases.

She has published more than 250 peer-reviewed articles Iin the field of paediatric neurology and
neurometabolism and Is co-editor of the reference book “Inborn Errors of Metabolism: diagnosis and
treatment” from Springer.
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