MaxCyte 77 =# /L / — bk ; CHO #laiz X 2 bk e

[ 4] : Gram Scale Antibody Production Using CHO Cell Transient Gene Expression
(TGE) via Flow Electroporation
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Figure 1. Greater than 95% CHO Cell Transfection Efficiency using MaxCyte Transient Transfection.
CHOs cells were transfected by static, small scale electroporation (EP) in an OC-400 processing assembly
with a plasmid encoding green fluorescent protein (2ug DNA/1EG6 cells). GFP expression and viability were
measured by flow cytometry (FACS) 24 hrs post EP.
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Rapid, Gram Scale Antibody Production
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Figure 2: High Titer Antibody Production with Seamless Scalability.

8E7 or 1E10 CHO-S cells were transfected with an antibody expression plasmid (2 ¢ g DNA per 1E6 cells)
via small scale (static), or large scale (flow) electroporation on the MaxCyte STX. Cells were plated at 6E6
cells/mL post electroporation. 1mM sodium butyrate was added to cultures and the temperature lowered to
32° C 24 hours post electroporation. Cultures were fed daily with a media optimized for antibody
production. Total IgG was measured using ELISA on various days post transfection.
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Figure 3: Similarity of Antibodies Produced from Stably and Transiently Transfected CHO Cells.
CHO suspension cells were transfected by static electroporation with a plasmid encoding IgG heavy and
light chain sequences. Secreted antibodies from electroporated cells (S) and a reference stable cell line (R)
were examined by reducing and non-reducing SDS PAGE and Isoelectric Focusing.
Data courtesy of Novimmune.
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Figure 4: Substantially Higher Antibody Titers with Optimized Media Composition and Feeding
Schedule.

8E7 CHO-S cells were resuspended at 2E8 cells/mL and transiently transfected with a human antibody
expression plasmid (2ug DNA/1EG6 cells) via static electroporation. Post electroporation cells were seeded
at 5.6E6 cells/mL in Media 1 or Media 2. Cells were fed on two different schedules. Antibody titers were
determined on days 3-14 post electroporation using an ELISA.
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Figure 5: Post Transfection Inoculation at Higher Cell Densities Increases Antibody Titers.
1E10 CHO-S cells were transiently transfected with an antibody expression plasmid (1ug DNA/1E6 cells)
via flow electroporation. Post electroporation, cells were inoculated into two shake flasks at densities of 6E6

or 1E7 cells per mL.
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Antibody Titers Maintained During Process Scale Up
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Figure 6: Titers Maintained Upon Transfection and Culture Vessel Scale Up.

1E10 or 2.4E8 CHO-S cells were transfected with an antibody expression plasmid (1ug DNA/1E6 cells)
using flow or static electroporation, respectively. Cells transfected via static EP were inoculated into 50mL
of media in a 250mL shake flask. Cells transfected via flow EP were split and inoculated into 1L of media in
a 3L shake flask or into 50mL of media in a 250mL shake flask. Starting cell densities were identical in all
three flasks.
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Figure 7: Rapid Stable Cell Development Using MaxCyte Electroporation.

A humanized mAb DNA plasmid was transfected into CHO-S cells using the CHO2 electroporation protocol
on the MaxCyte STX. Limiting dilution cloning was carried out from the stable pool in G418 selection media.
Cell lines were generated at week 6 and scaled up for production and accession cell bank. Productivity of
the selected clone was > 3g/L as a fed batch.
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