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Human Asparagine Synthetase (ASNS) is considered one emergent
target in Medicinal Chemistry, due to its involvement in metastatic
progression in breast cancer, sarcoma cell proliferation, and
decreased effectiveness of clinical treatments for acute
lymphoblastic leukemial. Recent advances in X-ray crystallography
and cryogenic electron microscopy offer the opportunity of
elucidating functionally relevant motions about this target. In this
lecture those methods were used to investigate about the
conformational changes of some key residues involved in the
formation of a catalytically relevant intramolecular tunnel. The
biophysical results are consistent with independent molecular
dynamics (MD) simulations on a model generated from the X-ray
structure of human ASNS, giving additional details about structural
integrity of the tunnel in certain mutations?.
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