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maceutical formulations that include them. Also disclosed are methods of preparing

and using these high transduction etficiency vector constructs in a variety of thera-

peutic applications including, inter alia, as delivery agents for the treatment or

amelioration of one or more diseases or abnormal conditions in an affected mammal
§ using in vivo and/or ex situ viral vector-based gene therapy protocols. Also dis-
o closed are large-scale production methods for the multi-mutated, capsid-modified
rAAV expression vectors, viral particles, and infectious virions, as well as use of
the disclosed compositions in the manufacture of medicaments for use in a variety
of'in vitro and/or in vivo therapeutic methodologies.
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