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» Rare, genetic, autosomal dominant, adult-onset FLEANNEAS L Polymeric NMeds of PLGA
* Loaded with 1-10% Chol Size: ~ 230 nm PDI < 0.3 Z-Pot ~-30 mV

neurodegenerative disorder BBB targeted with g7 peptide

 HD is associated to motor, cognitive, and psychiatric symptoms E w0y —iey o wr
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therapies can help treat some of the symptoms
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Gene Therapy Chol Supply g7 allowed brain permeation and NMed accumulation up to 2 weeks, leading to positive behavioral effects
to increase the expression of
key Chol biosynthesis genes : :
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Nanomedicines (NMeds)
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Blood-Brain Barrier (BBB) targeting ligand: g7 peptide
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Complete and long-lasting rescue of motor and cognitive

 Optimized technological variables (Organic phase solvent, symptoms with two administration cycles Al Al
Surfactant concentration in aqueous phase, Aqueous phase temperature,
Amount of targeting ligand, Novel ligands derived from fatty acids) 2023: Chol 3.0 Pure Chol NMeds - new |IgandS
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Nanoprecipitation Technique
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Conclusion

We developed safe, efficient, single-component, and
easy-to-produce advanced nanosystems that AP LAY B b Novel ligands allow for
demonstrated complete recovery in HD animals brain permeation y

TEM micrographs of mouse cortex
(n°136) sacrificed 1 h after the IV
injection of NPs

We demonstrated the ability of two novel ligands to

allow the passage of NMeds across the BBB Microfluidic productlon

% F68 PCS analysis

‘/ ::.\:\; g 250 0,25
( ‘."“0' i;“ i 200 z ) 02 X
. . o I ‘. y ,'-;/ § 150 EIT] + %I %] Ijl] 0,15
1. INVIVO EFFICACY: Behavioral tests on animal 1 -
models to assess the phenotype rescue with novel A ‘
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Continuous and reproducible production of NMeds
with the microfluidic technique in GMP conditions

Current and Future work

2. SCALE-UP: Production of these NMeds with the
microfluidic technique to narrow the gap towards
the industry

By optimizing the matrix , — ,
o _ O)]: CEoI NMgds we can Chol NMeds, with BBB targeting ligands, loaded with
3. GENE THERAPY: Optimization of the loading of | . . ol d both he Chol
mRNA for the simultaneous delivery of therapeutic load genetic material for genetic materials coula both meet the Cho
genetic material and Chol to HD brain non viral-gene therapy deficiency and correct the genetic aetiology of HD
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