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In the production of viral vectors for gene therapy, the emphasis is on pure, safe, and effective products. The absence of impurities and the presence of a complete vector genome play a crucial role. We have previously
developed and qualified a 4-plex digital PCR assay to address the problem of AAV vector genome integrity. We have tested the assay on several different AAV vectors to demonstrate its applicability in process

development. We have shown that different conditions in upstream processes can lead to up to 4x differences in the amount of full-length vector genome. The assay is an improvement over the simplex vector genome
titer assay, as it provides accurate quantitative results on genome integrity. The use of such an assay can better guide process development with the goal of obtaining as many full-length vector genomes as possible.
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genomes, was between sample B and D (4-fold difference). The grey area represents
encapsidated polyA fragment — these capsids might be considered as empty or light and
could possibly be removed during downstream purification.

Figure 2: Positions of NibaPlex™ assays. More targets will be added in the future to enable Improved safety attributes for the patient
a diverse Mix & Match approach.

Conclusions

1. NibaPlex™ 4-plex assays provide accurate absolute titer of full-length genomes and other 2. The NibaPlex™ assays can be used to control different stages of process development, resulting

fragments and offer a better insight in the populations of the full-length genomes and other in final drug product with lowest nhumber of impurities in terms of genome fragments, thus
fragments. The result is a much better characterized product. providing more potent and safe drug to the patients.



