Innovative CAR-T Cell Manufacturing: Integration of RetroNectin and G-Rex
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Background Core materials for this study

CAR-T cell therapy has shown high efficacy against hematologic malignancies by RetroNectin®
targeting CD19 and BCMA, achieving partial or complete remission in many
patients. Various technological improvements targeting different antigens and Enhanced gene transduction and T cell expansion

- RetroNectin reagent is a recombinant human fibronectin fragment VLA5(asBy) receptor VLA-4(aaB)

tumors are actively being developed, making it a promising approach in CanCer  (n-cH-296) that contains three functional domains: the cell-
treatment. However, there are still many challenges in the cell manufacturing  °ndind domamn, the heparinbinding domain, and the c5-1 sequence.

) ] i i - T cells are conventionally expanded in the presence of interleukin- e inding dora eparbinding , = oo
proceSS[ espeCIa”y When USIng aUtO|OgOUS T Ce”S- Genera”y, thIS manUfaCtLl rlng 2 (IL-2) by stimulation with anti-CD3 antibody. The addition of domain(H-Domain) Ei;:x%j;? %_’

- - - - - - - - RetroNectin in this stimulation step dramatically increases the TR s s e =
process is complex, with a high risk of failure, leading to increased production COStS.  efficiency of T cell expansion. B , —
Therefore, a fundamental improvement in the CAR-T cell manufacturing process _ _ _ S RetroNectin®Anti-CD3 mAb

: : : : RetroNectin GMP grade registered in DMF ronect i RS CS1 g GMP grade GMP grade
was needed to deliver this therapy to more cancer patients. In this study, we A DMF (18898) was submitted for the liquid format RetroNectin GMP oo (code# T202) (code# T210)
established a simple and efficient CAR-T manufacturing method by combining grade on March 15, 2019.

RetroNectin® and the G-Rex® bioreactor. RetroNectin Pro (code# T101)
RetroNectin Pro is a cost-effective new product released in 2024,  High quality is assured as a recombinant protein required
/ \ which uses the same protocol and performs the same as for the manufacture of regenerative medical products.
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v RN coatings provide high Td efficiency comparable to Day 1 infection even on Day O.
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To establish a robust manufacturing protocol, we optimized the coating conditions using RetroNectin and OKT3. v T cells produced by all stimulation methods showed the strong anti-tumor efrect.
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v RN exhibits stable coating efficiency across various solvents and time conditions,
enhancing gene transfection efficiency by approximately threefold

ACD-A Saline D-PBS _

v By coating the membrane of G-Rex with RetroNectin, we were able to perform
v RN/OKT3 coating also demonstrates robust coating performance, simultaneous activation and efficient transduction of T cells with lentiviral

supporting stable activation and gene transduction. vectors.

v CAR-T cells cultured in the RetroNectin/OKT3-coated G-Rex showed higher

- - proliferation rates and a more undifferentiated phenotype compared to
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