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Abstract Tenaya’s Manufacturing Capabilities
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Adeno-associated virus (AAV) is quickly becoming a safe and effective therapeutic modality for the delivery of potentially curative treatments for genetic diseases. One of the major challenges associated with AAV Gene Therapy (GT) Is to cost effectively ook 1 1 w0 e
produce AAV Drug Product (DP) with adequate levels of critical quality criteria (safety, identity, strength, purity, potency, and quality). Triple transient transfection using HEK293 process is widely used in both clinical and commercial scale manufacturing. Y | mE ) ety
The main limitation of HEK293 is scalability and viral productivity. Using high-content screening leveraging our deep knowledge in the areas of cell biology, metabolic, anti-fibrotic, human genetics, tubulin and histone regulation, and extensive chemistry PR ]
experience, Tenaya has developed a class of proprietary small molecule boosters (SMB) that can significant increase AAV yield In cell line and cell culture media-independent manner. Additionally, SMB can enhance the scalability of HEK293-process by
maintaining consistent yield up to 200L. And finally, SMB has demonstrated to have no impact on purity, quality, safety, and potency of the AAV viral vector and can be readily cleared in standard AAV purification process. This novel and selective class of
SMB can potentially be transformational in debottlenecking AAV manufacturing and decrease of cost of AAV gene therapy.
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In-House Screening and Production of SM SMB Improves Scale-Up Productivity No Impact on Product Quality SMB Addition - No Impact on In Vivo Transduction SMB Improves Lentiviral Titer

Tenaya's proprietary small molecule booster (SMB) was made in-house and In order to improve the scalability of HEK293 process, Tenaya screened The in vivo study consisted of two || Tenayas SMB has been shown to increase viral titer

screened against other SMBs and its derivatives. Results were compared with AAV- potential small molecule boosters (SMB) in shake flasks. Tenaya has Figure 5. Western blot (A) arms, the first injected with AAv | | Without impacting quality of product produced. Tenaya's
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Figure 3: Scale-up to 50L and 200L

Tenaya’s SMB provides unique and novel mechanisms that affect many different pathways during the production of AAV in HEK293.
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B. Vg titer with SMB increased by 39% compared to without SMB in 3L BRX
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