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FIGURE 1
Fab glycosylation species
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Sum Fab hybrid mannose = hM3 + hM4 + hM3G1T + hMaG1 + hMBG1 + hMBG1ST + hMaG1ST + hMBG1ST
Sum Fab Sial = G181 + G281 + 2xG282 + hM3G181 + hM4G1ST + hMbG181

Sum Fab Gal = G1 + 2xG2 i n- acetyigiucosamine
Fab high mannose = M5 + M6 + M7 @ ?;mi
Fab mannose = M3 + M4 + M5 + M6 + M7 + M8 o

& Sialic Acid (N~ acetyineuraminic acid)

Figure 1: Fab Glycosylation Species - The species are summed up into several sum
parameters as Sum Fab hybrid mannose (Hybrid man), Sum Fab Sial (Sial), Sum Fab Gal

(Gal), Fab high mannose (High man) and Fab mannose (Man)
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FIGURE 2
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Figure 2: Fab high mannose in area% over average glucose concentration from day -7 to day 0
[g/L]. Available data from all representative runs of the given project shown (not only runs
dedicated to glucose variations). Fermentation runs vary in scales, sites and minor process
changes (e.g. agitation, aeration, cell bank, cell age). A glucose solution is added on demand

via bolus or continuous addition. Analysis of the glycoforms from Protein A purified samples.
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FIGURE 3A & 3B (CONT’D)
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Figure 3B: Glucose concentration of daily samples (¢) are compared to the average
concentration from day -7 to day O (dotted line -----) and shown over process time. Calculation
is done with the described formula on the basis of the daily measured samples and the daily

bolus addition (x). Daily samples were taken before the bolus addition.
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FIGURE 4A & 4B
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Figure 4A: Mean (+ SD) Gantenerumab Plasma Concentrations vs Time by Treatment — Linear
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Figure 4B: Mean (£ SD) Gantenerumab Plasma Concentrations vs Time by Treatment — Semi-

log Scale — for Gantenerumab produced by G3 and G4 processes
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FIGURE 5
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Figure 5: Plasma concentrations of total Gantenerumab and Gantenerumab with Man5/Man6
Fab glycans were determined following intravenous administration of Gantenerumab to rats (for
determination of Gantenerumab Man5/Man6 Fab glycans plasma concentrations see Example

4 | Rat, intravenous Gantenerumab injection study 3)
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