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Viralgen Vector Core, S.L.U. (Viralgen) is a CDMO dedicated to the manufacture of Advanced Therapy Medicinal Product (ATMP). The manufactured product is a sterile suspension of adeno-associated virus (AAVs) for human use, which contains the therapeutic transgene in between ITR (inverted terminal repeat) sequences. The

Viralgen Vector Core, S.L.U. specializes in the
company employs a technology for manufacturing a wide range of AAV serotypes with different genes of interest (GOI). Gene therapy requires a very limited number of doses, being probably in most cases a single dose. This feature together with the possibility of targeting rare/ultrarare diseases (limited number of patients) or

manufacturing of Advanced Therapy Medicinal , o , - , o , , . , . , , ,
diseases requiring very low doses (e.g. ocular diseases) created a new paradigm in the world of drug manufacturing. The limited number of batches required to treat a given population makes it very difficult to establish a robust and cost-effective manufacturing process.

Products (ATMP), specifically adeno-associated
A platform approach for gene therapy could consider the transgene as a unique difference and the specific capsid as a common structural element that shares physico-chemistry characteristics within the same serotype. The manufacturing process at Viralgen is based on a triple transfection of a unique Master/Working cell bank of a

viruses (AAVs) for gene thera applications.
( ) 5 Py PP HEK-293-derived suspension cell line (Pro10™ cell line), which includes common Rep/Cap and helper plasmids in between programs and the specific gene targeting the disease. Regardless of the GOI, Viralgen's manufacturing process includes common features throughout the process concerning raw material such as cell culture

Their manufacturing process utilizes a state-of-the- media, transfection reagents and matrix for purification as well as manufacturing equipment and facilities. Process parameters, material release specifications and in process controls (IPC) remain constant across the process. The manufacturing technology is also based on the use of identical single-use bioreactor vessels, operational
art triple transfection method with a HEK-293-derived parameters, nutrient media and feed strategies, and cell culture targets applied, which substantially reduces the variability and allows streamlining the manufacturing process. Viralgen has manufactured more than 90 GMP batches with the process described for a wide range of AAV serotypes (Figure 1). All AAV products generated
suspension cell line (Prol0™ cell line), enabling the share common quality attributes to ensure the product quality and allow the study of limit, range or distribution independent of the GOI. The data obtained have generated extensive knowledge of the GMP scale process, established safe operating ranges and identified potential critical process parameters that may have an impact on

oroduction of various AAV serotypes while product quality, with which Viralgen has established a preliminary process and product control strategy.

maintaining consistent quality attributes. The unique
This common production system for all AAV produced to date could be mapped in several manufacturing operational units similar to those
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Establishing a platform control strategy; generating

experimental data to refine this strategy; and Results Conclusion

verifying it through specific studies. FICDNA 185 & E1A and % Full normalized to their overall means As an example, quality attributes such as host cell DNA 18S, host cell DNA E1A and full capsids are distributed differently in different serotype groups: These CQAs have a clear serotype-dependent variation in their values This platform approach would allow us to
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0z- example, quality attributes such as host cell DNA 18S, host cell DNA E1A and full capsids are clustered by serotype. Distribution results for AAV6, AAV8 and AAV9 serotypes show that they are comparable between serotypes. even in the absence of exhaustive
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product- specific knowledge. Additionally,
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Figure 4. Timeline acceleration due to the platform approach. manufacturing.
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be grouped as platform, serotype- specific and product specific, enabling to leverage the body of data for the

platform and serotype-specific operational units and the reduction of product specific experiments.
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