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GMP Pharmacokinetics/Tox (PK/Tox) Studies in Mouse

AAV vectors
encoding a transgene
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Development of Cell-Based Potency Assay for AAV Vectors

AAV vectors
encoding a transgene
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Development of Cell-Based Potency Assay for AAV Vectors

Immune Cell-Killing Assay

Dose Response Curves Overlay
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Pharmacokinetics/Tox (PK/Tox) Studies in Baboons

AAV vectors
encoding a transgene

ELISA

/ PK Analysis

Anti-Drug Antibody (ADA)

/

MARILN
Bi1oLOGIC .
wscasroacs we -All Rights Reserved
T
RVICE

EANS OF SE




Development of PK ELISA for Human Clinical Trial Samples

Standard Curve

Developed an ELISA method for detecting 1000000,
AAV-derived gene therapy target protein in 5 e
human serum. z P ]‘
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Development of Lot Release Assay & Stability Testing

Common challenges in developing AAV-based potency assays

1. Limitations in the availability AAV particles for 4P studies. High concentrations (MOI) are required for 4P
curve analysis.

2. Insufficient expression of target protein from low MOI of AAV.

3. Cells transduced with AAV encoding a transgene must produce a sufficient amount of the target protein for
potency assays.

Our solution

Target protein concentration

1. Developed novel methods to increase transduction efficiency.

2. Developed a highly sensitive ELISA for the detection and quantitation of proteins from AAV expressing target
transgenes.

3. Developed parallel line analysis methods where 4P curve analysis is not feasible.
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Development of Lot Release Potency Assay

Parallel Line Analysis by Prism has shown a Relative Potency (RP) of 0.98 with 100% agreement

between the slopes.
The x-intercepts are 6.481 for the Reference Standard and 6.623 vg/well for the test sample as shown

in the following graph.
The R-squared values are 0.9797 and 0.9858 for the reference standard and test sample, respectively.
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