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FIG. 1A

(57) Abstract: This disclosure features chemical entities (e.g., a compound or a pharmaceutically acceptable salt thereof) that degrade
and/or otherwise modulate (e.g., inhibit) NIMA Related Kinase 7 (NEK7). Said chemical entities are useful, e.g., for treating a subject
(e.g., a human subject) having one or more disorders or diseases associated with NLRP3 inflammasome activation. Said disorders or
diseases include but are not limited to, autoinflammatory and autoimmune disorders (e.g., gout, inflammatory bowel disease, rheuma-
toid arthritis, multiple sclerosis), neurodegenerative diseases (e.g., Alzheimer's disease, Parkinson's disease), cardiovascular and meta-
bolic disorders (eg. pericarditis, atherosclerosis, Type 2 diabetes, obesity, and metabolic syndrome), fibrotic disorders (e.g. interstitial
lung disease, chronic kidney disease), hematology (eg. anemia of inflammation) and eye disorders (eg. macular degeneration). In em-
bodiments, and while not wishing to be bound by theory, it is believed that the chemical entities described herein directly target (e.g.,
directly bind to) NEK7, thereby altering (e.g., attenuating) the inflammatory response modulated by the NLRP3 inflammasome. This
disclosure also features compositions containing the same as well as methods of using and making the same.
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