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Recombinant adeno-associated virus (rAAV) clinical translation remains constrained by
significant manufacturing and safety challenges. One approach to address these
limitations is to substitute the E. coli derived plasmid DNA with cell-free DNA.
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plasmid sequences contained the antibiotic resistance and bacterial replication
cassette, reverse packaged dbDNA comprised short inert stuffer sequences. Thus,
dbDNA offers safety advantages over plasmid as an AAV template. lllumina sequencing
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resistance cassette, while the doDNA packaged the short inert stuffers.
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Conclusion

The dbDNA derived AAV population contained fewer DNA impurities, higher percentage of full-length genomes and high levels of intact ITRs. While the reverse packaged
plasmid contained the bacterial replication and antibiotic resistance cassette, reverse packaged dbDNA comprised short inert stuffers. Consequently, dbDNA provides safety LT I t C

advantages over plasmid-based templates for AAV production. The high vector batch quality and low levels of DNA impurities observed in dbDNA-derived AAVs further CQTAPU nnwa y Compﬁmgﬂtﬁ
reinforce its improved safety profile.
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