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Chromatographic Process for the Steric Selective Synthesis and Separation of
Antibody-Drug Conjugates on a Solid-Liquid Interface

Yoshimoto, Noriko
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we separated modified isomers of antibody-drug conjugates (ADCs) with
similar molecular characteristics using various ion-exchange, hydrophobic, and affinity
chromatography techniques. Pyrene, coumarin, and fluorescein were used as model drugs, and PEG
linkers of different molecular weights were employed. Separation via hydrophobic chromatography
improved as the molecular weight of PEG increased, enhancing the separation from unmodified
antibodies. The elution behavior could be described using a model based on solubility, allowing for
rational setting of separation conditions. Although separation was challenging with ion-exchange and

affinity chromatography, these methods showed potential for functioning as modification sites for
ADCs.
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Fig. 2

« )
Column: MabPac HIC-10
mobile phase: 62mM sodium phosphate + 0-1.2 M
ammonium sulphate + 5 vol% isopropanol pH7 F =
0.2 mL/min

Sample vol. = 200 pL, [IgG] = 10 mg/mL,
[modifier]/[1gG]=3
0.1 :
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Fig. 5 HIC

FI-PEG5k-1gG

mobile phase: 62mM sodium phosphate + 0-
1.2 M ammonium sulphate + 5 vol%

isopropanol pH7 F=1.0 mL/min
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