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Elucidation of non-immunogen-related immunological memory
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We examined a hypothesis that repeated injections of haptenic PEGs induce
suitable structural changes of anti-PEG antibodies (anti-PEG Abs), in other words, anti-PEG
receptors, therefore, anti-PEG receptors become more sensitive to PEGs than the naive state of
anti-PEG receptors. Anti-PEG Abs specifically exhibited interactions to PEGs, and the interaction
was enhanced PEG’ s concentration- and molecular weight-dependent manner. As a result, we observed
that low affinity PEGs (MW = 12,000), which is immediately dissociated from anti-PEG Abs, was stayed

on anti-PEG Abs by means of GPC and ELISA. This suggests that suitable conformational changes of
anti-PEG Abs for PEGs has induced. Furthermore, we observed that high doses of PEG injection induced
much sensitive anti-PEG Ab responses, which was confirmed by following immunogenic PEG injections.
In sum, non-immunogenic, but haptenic PEGs possibly induce suitable conformational changes of
anti-PEG Abs for PEG.
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