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Non-clinical evaluation strategy for proteolysis-targeting
chimera (PROTAC) pharmaceuticals

HAN Jun-yuan', LI Ya-juan', WANG Hai-xue?’, WANG Quan-jun’

(1. National Beijing Center for Drug Safety Evaluation and Research, State Key Laboratory of Medical
Countermeasures and Toxicology, Institute of Pharmacology and Toxicology, Academy of Military
Sciences, Beijing 100850, China; 2. Center for Drug Evaluation, National Medical Products
Administration, Beijing 100022, China)

Abstract: Proteolysis-targeting chimeras (PROTACs) recruit the target protein to E3 ubiquitin
ligase for ubiquitination labeling to degrade it through the ubiquitin-proteasome pathway so as to elimi-
nate the overexpressed or mutated pathogenic protein. A brief overview of research and development
of PROTAC pharmaceuticals was given in this paper. Strategies were recommended to address the
larger molecular mass, poor stability, low bioavailability and poor penetration of PROTACs. Problems
related to non-clinical evaluation that need to be considered in terms of pharmacodynamics, metabo-
lism and safety evaluation were also analyzed in this paper in order to provide reference for the non-clinical
evaluation of PROTAC drugs.
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