Genetically Modulated Substrate Reduction Therapy

for Sanfilippo syndrome — proof of principle
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INTRODUCTION AIMS AND METHODS

Sanfilippo syndrome, or Mucopolysaccharidosis type Ill (MPS To decrease production levels of heparan sulfate (HS) we took advantage of the RNA interference (RNAI)
) refers to a group of five autosomal recessive technology potential. We have designed and assayed a specific siRNA pool targeting the expression of
neurodegenerative lysosomal storage disorders caused by the XYLT1, an enzyme that participates in an early stage of the HS biosynthetic cascade.
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of neurological symptoms. The GAGs accumulation was quantified over time using a

modified 1,9-dimethylmethylene blue assay.

RESULTS AND DISCUSSION

(1) Proof of principle on the effect a siRNA pool targeting XYLT1

We started to test the siRNA pool in a commercial control cell line, in order to evaluate its effect at the XYLT1 mRNA levels.
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(Il) Effect of siXYLT1 in GAGs accumulation
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CONCLUSIONS AND FUTURE STUDIES m

* Proof of principle on the effect of siRNA targeting XYLT7 was achieved for MPS types IlIA, llIB and IIID, resulting in significant .M
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lower levels of XYLT1 mRNA. Studies on MPS IlIB are ongoing. C
bep/LIM/IDGH/DZz2015

* A significant reduction on GAGs accumulation was observed for MPS IlIC and IIID, and we are currently addressing this storage FCT

in the remaining MPS Ill cell lines.
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* An immunocytochemistry assay is being developed to evaluate the accumulation of HS in all cell lines. SFRH/BPD/101965/2014; SFRH/BD/124372/2016



