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Development of a Promoter of Oxidative Protein Folding with Inhibitory Effects on Protein
Aggregation ('Graduate School of Engineering, Tokyo University of Agriculture and
Technology, *Kanagawa Institute of Industrial Science and Technology) ORyoya Nojiri,'
Takahiro Muraoka'*

Protein folding into its native form is essential for the protein to exert its biological activity.
In the case of proteins with disulfide bonds, disulfide bond formation and hydrophobic
interactions are coupled in the oxidative folding process. However, folding intermediates with
hydrophobic side chains exposed on the surface are prone to form aggregates due to
intermolecular hydrophobic interactions. The formation of aggregates directly leads to a
decrease in the native form yield in the artificial protein folding process. Therefore, the
promotion of disulfide bond formation and inhibition of aggregation is considered to be an
effective approach to promote oxidative protein folding efficiently. Based on this concept, we
have developed functional molecules that consist of an aggregation-inhibiting unit and a thiol
group acting for disulfide bond formation.

Quantitative assays of the oxidative protein folding showed higher efficiency of the
developed compound than glutathione, a representative folding promoter.
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