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AAV in-process sample and drug substance test results from MADLS and
Mass Photometer

Introduction

Adeno-associated viruses (AAVs) are widely used as vectors for gene delivery in therapeutic
applications. Accurate quantification of AAV capsid titers is essential to ensure product quality
and safety during manufacturing. While ELISA is commonly used, it is time-consuming and
involves multiple steps, making it less ideal for fast-paced in-process testing.We evaluated Multi-
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Angle Dynamic Light Scattering (MADLS) and Mass Photometry (MP) as rapid, reliable

alternatives for measuring AAV capsid titer and aggregation. Both are one-step assays requiring ) |

minimal sample handling and deliver results in under 10 minutes—ideal for real-time, in-process . &,
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3-way comparison of full AAV capsid titer test results from MADLS, MP
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MP requires samples to be within an optimal concentration range (~1E11/mL), so
dilution is necessary for more concentrated samples. The method captures cumulative
particle events, and peak annotation for empty, partially filled, and full capsids is
required to calculate capsid titer and empty/full ratios.
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MP methods can provide close test results for AAV capsid titer.

MP method might perform better for samples with aggregation and some background.

For purified AAV samples with majority monomer population and clean sample matrix, both MADLS and

No need for dilution, MADLS method might perform better for assay accuracy and monitoring
aggregation status.
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