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ABSTRACT Objective: Reduce host cell protein  (HCP) level in monoclonal production process by feed medium optimization
during upstream process. Methods: This work investigated the performance of different commercial feed media and different inoculation
densities in 3 L bioreactors. Further study with feed medium optimization and supplement of inorganic salt was conducted based on the
best combination. The final process was scaled-up to 200 L pilot production. Results: During the bench scale study, Cellvento 4Feed was
proved to reduce HCP significantly and CuSO, can further reduce HCP. This process was scaled up to 200 L pilot production and similar
results were achieved, which validated the robustness and scalability of the process. HCP level was reduced around 65% than the initial
process. Conclusions: Optimization of feed medium could reduce the specific production rate of HCP of cells, and finally the HCP level
in the harvest liquid is reduced significantly.
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Tablel Results of each run during feed screening
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(10° cell/mL) (%) (g/L) (pg/cell/day) (ppm) (pg/cell/day)
x day/mL)
Bl 31.82 89.2 387.7 3.07 7.9 3.45%x10° 8.9
B2 26.74 85.8 303.5 2.88 9.5 1.59x10° 52
B3 30.84 82.5 431.5 3.17 7.3 3.47x10° 8.0
B4 27.46 77.0 352.8 3.23 9.2 1.33x10° 3.8
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Fig.1 Profiles of process parameters of each run during feed screening

(A: viable cell density; B: cell viability; C: concentration of glucose; D: concentration of lactate)
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Fig.2 Results of each run during feed screening (E: titer of product; F: specific productivity of product;

G: concentration of HCP; H: specific productivity of HCP; The label “*” means significant difference between the two data).
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Fig.3 Profiles of process parameters of each run during feed optimization

(A: viable cell density; B: cell viability; C: concentration of glucose; D: concentration of lactate)
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concentration of lactate; E: titer of product; F: concentration of HCP)
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