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The transcription foctor NRF2 is o moster regulotor of the celiulor ontioxidont response ond is often geneticolly octivated in Non-Small Cell Lung Concers
(NSCLCs) by, for instonce, mutations in the interocting protein KEAPL. While direct pharmecological inhibition of NRF2 hos proven challenging, its
aberrant activation rewires biochemical networks in cancer cells that may create special vulnerabilities. Here, we use chemical proteormics bo map
druggobile proteins that ore selectively expressed in KEARI-mutant NSCLC cells, Principalamong these wos NROS1, on atypicalarphan nuclear receptor
that we show engages ina multimeric protein complex to reguiate the transcriptional output of KEAPI-mutont NSCLC cells. We further identify small
molecules that covalently target o consenved cysteine within the NROBI protein interaction domain ond demonstrote that these compounds disrupt
NROB1 complexes and impair the anchorage-independent growth of KEARPI-mutant cancer cells. Our findings designate NROB1 o5 o druggable,
transcriptionalrequiator that supports NRF2-dependent lung cancers.




