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Abstract 
Non-small cell lung cancer is one of the world’s leading cause of cancer-related deaths. Elucidating metabolic vulnerabilities in lung tumor-initiating cells (TICs) would potentially allow development of novel targeted therapeutics that can reduce tumor growth and relapse in lung cancer patients. To understand specific metabolic alterations in lung TICs, an unbiased metabolomics investigation between lung TICs and its non-tumorigenic isogenic differentiated line was performed. We found significant differences in levels of several key metabolites under steady state conditions, and key protein expression changes that may account for metabolic differences observed in lung TICs. Here, we also performed genetic manipulation or pharmacological inhibition of these proteins to further reveal metabolic dependencies of lung TICs under specific in-vitro and in-vivo conditions.
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