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Relationship between physicochemical properties of protein aggregates and
complement activation on safety of biopharmaceuticals
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In this study, we attempted to establish preparative method of protein
aggregates with various physicochemical attributes, complement activation assay, and to elucidate
the relationship between physicochemical attributes of protein aggregates and their complement
activation potency. A preparative method that can constantly provide protein aggregate with various
attributes was developed by varying temperature and agitation rate on IVIG and human albumin.
Complement activation potency was evaluated by measuring SC5b9, which is an ultimate product of
complement pathway. It was suggested that denatured IVIG and aggregated albumin could activate a
complement pathway. In the future, improvement of complement activation assay will be needed to get
a consistent relationship between attributes of protein aggregates and complement activation
potency.
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