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uniQure Presents Preclinical Data on AAV Re-Administration, Regulated Gene Expression and Total Brain Transduction at ASGCT
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Summary of ASGCT presentations:
LverMetabolic Disease.
* Changing the Route of to Improve Liver by AAV-Based Vectors: This study, conducted in non-human primates (NHPs) with uniQure’s partners at the Centro de Investigacion Médica Aplicada (CIMA) in Pamplona, Spain, highlights the potential of altemative administration routes to improve delivery into the liver to achieve higher transduction

efficiency and expression levels. High expression levels are crucial for the treatment of diseases assaciated with a deficiency of enzymatic activity in the liver such as Hemophiia A and B. The results demonstrated that direct adminisiration via the hepatic artery with balloon occlusion of the suprahepatic vein can achieve higher transgene expression and transduction efficiency compared to
standard administration techniques

« Successful Repeated Hepatic Gene Delivery by Sequential Administration of AAVS and AAV1 Vector Serotypes: This study, using different AAV serotypes (AAVS and AAV1) for repeated liver-targeted gene delivery in NHP's, demonstrated that combining different AAV serotypes in a potential therapeutic regimen is a successful strategy for re-administration.

« Development of MFP-Inducible System for AAVS Gene Therapy of Chronic Diseases in the Liver: The study conducted in cell culture and mice provides a proof of concept for repeated regulation of transgene expression and a novel vector system for fulure gene therapy development in disease states where modification of the therapeutic level of gene expression would be
advantageous.

CNS Disease

« Directional Transduction of AV Vectors in the NHP Brain: The goal of this study was o evaluate the transduction efficiency and vector distribution pattern following MRI-guided delivery to improve delivery of a gene therapy into specific regions of the brain. The results indicate a dose dependent distribution profile which could be modified to mediate expression patterns as a
ntial

‘Gene Therapy Technology
« Successful In Vivo Re-Administration of AAV with the Use of Two-Step AAV injection: uniQure researchers evaluated the feasibilty of a re-administration protocol u
injection.

« Analysis of AAVS Biodistribution and Viral Shedding in the Presence or Absence of Neutralizing Antibodies : This study investigated the effect of the presence of neutralizing antibodies on gene therapy efficiency administered to mice. Results indicated that for patients with already existing NADS, or for the purpose of re-administration, alternative administration routes are needed to
strengthen gene therapy application. the of AAVS in the presence of NAbs. Furthermore, the presence of NADs increased following infection without a cellular immune response against the vector.

ing a two-step AAV injection approach to decrease levels of circulating neutralizing antibodies (NAbs) in mice. Results demonstrated a significant dose-dependent reduction in anti-AAVS antibodies following AVV ‘decoy’
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