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Development of a technique that allows repeatable gene transfer into the brain
using AAV vectors
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Adeno-associated virus (AAV)-PHP.B, a capsid variant of AAV serotype 9
(AAV9), is highly permeable to the blood-brain barrier (BBB) of mice, and can deliver genes to the
brain with high efficiency by intravenous administration. However, because neutralizing antibodies
are produced In individuals once PHP.B has been administered, gene transfer by a second intravenous
administration are not possible. In this study, we developed a new BBB-transducing vector, BRIN,
based on a different type of AAV (AAV2) that does not cross neutralizing antibodies with PHP_B.
Using this vector, gene transfer to the brain by intravenous administration was possible even in
individuals which had received PHP.B. We reported a research paper containing these results in
Molecular Therapy - Methods & Clinical Development.
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