Human growth hormone — insights Into its aggregation
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Introduction

Protein denaturation processes involving aggregation are among the prime factors impeding the development of stable protein
drug formulations. Not only does aggregation limit the shelf-life of protein pharmaceuticals and potentially decreases the
overall efficacy of therapeutic, it may also cause unwanted side effects such as immune reactions. Denaturation kinetically
coupled to aggregation can occur In all stages of the production process and Its prevention constitutes a major effort Iin
biopharmaceutical technology. A problem In designing rational strategies counteracting the aggregation Is that a sound
molecular basis underlying the denaturation process Is usually not available. Dissecting the overall denaturation pathway into
discrete kinetic steps would allow one to evaluate stabilizing effects of certain process conditions more systematically.
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solution, whereas the reduction of protein concentration by
10-fold destabilized the system [3].
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