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Target antigen oy Tryptic map of mAb from 3 L (shown) and 36 L (not shown) bioreactors with and without 2- GDP-fucose is synthesized from either exogenous fucose (salvage pathway) or cellular GDP-
) fluorofucose peracetate treatment. Only the peak indicated (+), the tryptic fragment mannose (de novo pathway). GDP-fucose is a known feedback inhibitor of GMD. After
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i this peak had a reduction in molecular weight corresponding to the mass of fucose.
FeR I M ihiti
.. . echanism of Inhibition
Pore-forming proteins © o ADCC Activity and CD16 Bindin
4 h So R RRRRRRRRRRRRRRREERRRRRrrBrRrRBrRrRERBBTRTrrRRRTI_IXRRR Intracellular GDP-fucose Intracellular GDP-inhibitor
and proteases
p Target cell Effector cell A 75 501 5001
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Fucose analogs 2-fluorofucose peracetate and alkynyl fucose peracetate (50 pM) were added Fed batch 30 mL CHO cultures were treated with 2-fluorofucose peracetate, mAb purified, . . . . . -
to the growth media of mAb-producing CHO cells. The resulting mAb was trypsinized and and reduced heavy chains analyzed by HPLC and Q-Tof mass spectrometry. A dose- > Enables screening of mAb libraries for those with optimal ADCC activity
analyzed by mass spectrometry. About 1-2% of mAb was fucosylated, with some dependent inhibition of fucosylation was observed with an ECg, of 11 uM. At 50 uM, broad » Does not alter the mature, biantennary oligosaccharide structure other than minimizing
incorporation (3%) of alkynyl fucose and minimal incorporation of 2-fluorofucose observed. activity has been observed with dozens of mAbs from a variety of expression systems. core fucosylation
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