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Abstract:

Lysosomal diseases are mostly caused by the misfolding of a lysosomal enzyme leading to the lack in the enzyme
activity and so causing the accumulation of the enzyme substrate.[! The most widely used therapeutic approaches
against lysosomal diseases are: 1) administration of the recombinant enzyme, 2) inhibition of the substrate
synthesis and 3) use of pharmacological chaperones to assist refolding of the deficient protein.”? This project aims
to develop an innovative dual therapeutic approach combining a pharmacological chaperone of the deficient
enzyme and another therapeutic strategy on a unique nano-sized multivalent support, such as a dendrimer.*
During this internship, the student will aim to: (i) synthesize clickable pharmacological chaperones and other
clickable relevant compounds. (ii) graft synthesized compounds by click chemistry at the surface of multivalent
nano-objects (iii) evaluate biological activities and synergic effects on patient cells.

Multivalent compound Multivalent chaperone Dual therapeutic approach?
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Required skills for the Skills in organic synthesis, chromatographic purification and spectroscopic analysis are required.
internship Additional knowledge at the chemistry/biology interface would be useful
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