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* Impact of different media component concentrations on productivity and quality will be defined by independent starting materials Octet and gPCR and AAV9 resins

* Deleted media will be designed to modify levels of different nutrient classes.
« Concentration of amino acids, metal, lipids, vitamins will be measured via LC/MS,
ICP-MS, and GC-MS.
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Milestones and Timelines

Vector Conduct spent media analysis for preliminary transfection samples
Characterization Design depleted media and DOE experiment for essential amino acid screening
Establish analytical methods for other media components, including ICPMS and GCMS

Analytical Reference Material

Establish analytical methods || Conduct initial spent media study Establish purification methods Comparison of full/empty

for selected media and design DOE based on results for fulland empty capsid capsid method results : ' ) ’ o . .
components, including LCMS, isolation within and between sites e Design and run deleted media to analyze role of essential amino acids in AAV titer and quality
ICPMS, GEMS o Establish analytical method to study role of trace metals in AAV production
Conduct multiple DOEs and study Share AAVS-EGEP between share aPCR standard » Develop Multi-angle Light Scattering method for assaying empty vs full viral particle content
Preliminary testing with fresh — »the impact of med_ia‘componembs sites for anglytif:al method material between sites
media and validate the impacts on productivity and quality validation

analytical consistency
between sites » Develop AAVI LC-MS peptide mapping workflow for assessment of capsid quality attributes
e Evaluate methods for full capsid enrichment and apply method for reference material generation

Establish high-throughput HPLC-AEX method for full vs. empty capsid measurement

Predict the media component
concentration for maximal titer
and quality via MVDA and
modeling
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