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Le nuove opportunita per le HSP nell'era
della medicina di precisione
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Gene-by-Gene NGS enters the ES/GS as 1st tier
(~50) clinical arena clinical diagnosis
(~80)

Una diagnosi molecolare per tutti e proponibile nella nuova era genomica
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MAIN PHENOTYPIC FEATURES OF SPG35/FAHN

MAIN CLINICAL FINDINGS (%) IN 49 KINDRED

TRUNCAL HYPOTONIA
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Pedigrees of all 3PG15 cases with segregation analysis and mutaticns ide
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Supplementary Figure 1: Pedigrees and segregation amslysic of all 16 famdlies
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A cross-platform VBM
 protocol-speciic:
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The molecular complexity of HSPs
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STOP-SPG5: Effects of statin treatment in SPG5
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Altered lysosome-dependent lipid clearance and
neurodegeneration due to spatacsin depletion



Clinical Trials: Drugs and
supplements with compelling data

Celebrex 2 S
Creatine 3 S
*Co Q10 3S

PG7:<2 @ SPRSat6mo @
PG11: no SPRS effect at 2yr @

PG11, 5 SPG7: SPRS at 2yr— to be evaluated

* Alpha-Lipoic Acid— to be evaluated

 Vitamin E 3 S
° Riluzole 3 S
* Progabide 2 S

pG11: no SPRS effect at 2yr @

—

>G4, 3 SPG11, 2 SPG7: <2@SPRS 4 mo @

PG4, 3 SPG11, 3 SPG7/, 1 SPG15: <1@SPRS 1yr
@O

* Cannabis sativa 5 SPG4:>21in2,<2in3 @ SPRS at 1yr @



PER UN DOMANI SENZA
PARAPARESI SPASTICA




Drug Repurposing: A volte ritornano
Old and New Drugs for HSP

Atorvastatina o Statine/Atoris®

Ezetimibe/Ezetrol®

Miglustat, N-butyldeoxynojirimycin can be
effective in B-glucosidase 2/SPG46 affecting
the metabolism of glucosylceramide

Resveratrolo
Chenodesossicolico/Xenbilox®

Dalfampridine/Fampyra®




DAL LABORATORIO ALLA CORSIA

FROM BENCH TO BEDSIDE

La terapia genica, cosi come i farmaci piu
comuni, segue |lo stesso processo di sviluppo
dalla sperimentazione pre-clinica nei modelli
animali ai trial clinici

Tuttavia molti studi in modelli animali non
sempre predicono gli effetti sull’'uomo. Piu
modelli sono necessari prima di approvare la
sperimentazione nell’'uomo



