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_ G-Rex® System Scalability Demonstrated - 100mL to 5L Vessels

Optimized iterations of different irradiated gene-modified feeder lines and varying culture vessels (tissue culture
plates and G-Rex® vessels) have led to continual improvements in fold expansion. G-Rex6M (100mL culture) acts o
as a natural scale-down model before verifying conditions at 5L scale. Target levels of glucose consumption and ~ ¢AR-NK cells —fresh and post-thaw —maintain Cryopreserved CAR-NK Cell Cryopreserved CAR-NK Cell
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EXPANDED CAR-NK CELLS >100 DOSES PER BATCH
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To ensure safety, T cells must be depleted from the product to reduce risk
of GvHD. Removing T cells at the beginning of the process is the most
favorable. Multiple enrichments from healthy donor leukapheresis
collections (n=22) have been performed via an automated program on the
CliniMACS Prodigy resulting in an average of ~300*1076 enriched NK cells
post isolation at >95% NK cell purity and <2% T cells on average. Purified NK
cells are cryopreserved and thawed upon initiation of a production run with
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_ _ Several process parameters have been optimized to produce a reproducible, scalable, GMP-friendly
Off-the-Shelf TEChnOIOgles Enable Robust Transduction allogeneic CAR-NK manufacturing process applicable towards different tumor associated antigens. Donor

screening programs are being developed to ensure the best starting material is used to generate product
for optimal therapeutic efficacy.

All unit operations have been designed to be GMP compatible. Proof of concept for the transduction unit
operation has been demonstrated using two different closed system methods: retronectin-coated gas

minimal loss of viability. | permeable bags, and via the Sepax® using Spinoculation software. Depending on Multiplicity of Infection (MOI) Rigorous development around feeder cell optimization has resulted in the ability to reproducibly activate
- m— 4 and viral vector titer, either method can be utilized in manufacturing. and expand NK cells.
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