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Abstract: How do widely expressed disease genes lead to tissue-specific hereditary diseases? Previous attempts to answer this question were limited to testing few candidate mechanisms. Moreover, although many hereditary diseases manifest clinically in specific tissues, variant interpretation schemes have been mostly oblivious to tissue contexts. To answer this question at larger scale, we developed machine-learning platforms that use tissue-selectivity to predict disease genes and pathogenic variants along with their disease-causality features. Our results suggest that information on patients’ affected tissues enhances genetic and clinical understanding of tissue-specific phenotypes. 
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