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In vivo metabolism and safety evaluation of PEGylated proteins drugs
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Abstract Pegylation is one of the most effective methods to prolong the serum half-life of therapeutic protein drugs, by delaying
clearance, increasing solubility as well as stability, protecting against susceptibility to enzymatic degradation, and reducing
immunogenicity. The PEGylated proteins have also enhanced their pharmacokinetic and pharmacodynamic performance
along with sustained actions. However, it is a significant challenge for studying the metabolism, distribution and excretion
of PEGylated proteins because of the limitation of methods. Fortunately, literature data indicate that the polyethylene glycol
(PEG) associated with a protein should provide no extra concern because the exposure-toxicity relationship of PEG between
animals and humans has been thoroughly investigated and metabolism / excretion of PEG is well understood. We reviewed
the metabolism and safety evaluation of PEGylated proteins, through introduction and assessment of the method limited for
studying distribution and excretion, the in vivo metabolism and safety of PEG, and the toxicity of PEGylated proteins in
animals and humans.
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