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[Abstract] Recently, biotherapeutics, especially monoclonal antibody-based biotherapeutics, have become increasingly im-
portant as novel therapeutic products. However, biotherapeutics are usually not only complex in structure, but also unstable, especial-
ly during the manufacturing bioprocesses, leading to their degradation and inactivation. The manufacturing precesses are substantially
complex, and generally include drug substance biosynthesis (i.e. fermentation or cell culture) , purification and refinement (i.e. chro-
matography and viral clearance ), and drug product formulation and fill-finish (i.e. compounding, sterilization, filling, freeze-drying
and inspection ). Therefore, it is of vital importance for biotherapeutics to remain stable during manufacturing processes. This review
summarizes major factors that affect the degradation of biotherapeutics during manufacturing processes and proposes corresponding so-
lutions in each step of the manufacturing process.
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