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Obtain a functional relationship between a concentration of dissolved carbon dioxide in
the cell culture medium and a mole fraction of gaseous carbon dioxide applied to the
cell culture medium, and a concentration of net medium acids in the cell culture medium
102

A

Add carbonate salt or bicarbonate salt to the cell culture medium
104

A

Determine, using a charge balance model, an amount of strong acid or strong base to
be added to the cell culture medium to obtain a desired pH
106

A

Adjust the pH of the cell culture medium by adding the determined amount of strong
acid or strong base to the cell culture medium
108
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Parameter Estimation: Data vs. Model

8.00
7.80

7.80
7.40 -
7.20 -
7.00
6.80 -
8.60
6.40
6.20 -

8.00 -

BDATA OMODEL L

12 3 4 85 6 7 8 91011’%213?4‘51&516
Test Number

FiG. 11

Parameter Estimation: Data vs. Model

8.00

7.80
7.60

BDATA OMODEL L

7.40
7.20
7.00
8.80
8.60
6.40
6.20

8.00 -

1 2 4 5 6 7 g 1011121314 1516
Test Number

FIG. 12

SUBSTITUTE SHEET (RULE 26)



WO 2022/174030 PCT/US2022/016113

9/M1a

Accuracy of pH model vs. Measured pH - Data Set 1

& Measured pH
o Model pH

ACP -
6G
5A

3Gu
B6GI5A
6G/3Gu
5A/3GU
8G/EA/3GU
6G/2AMm
3Gu/2Am
BG/BA/ZAM
BG/3GU2AM -
BA/3GU/ZAM
8GBABGU/2Am
0G/OA/OGU/2Am

i
[N
s Ny
W
o
I
..
43
"
fo))

1121314151617 1819110]11
FIG. 13

Accuracy of pH model vs. Measured pH - Data Set 2
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