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A Nondegenerate Code of Deleterious Variants in Mendelian Loci Contributes to Complex Disease Risk
Although countless highly penetrant variants have been associated with Mendelian disorders, the genetic etiologies
underlying complex diseases remain largely unresolved. By mining the medical records of over 110 million patients, we
examine the extent to which Mendelian variation contributes to complex disease risk. We detect thousands of associations
between Mendelian and complex diseases, revealing a nondegenerate, phenotypic code that links each complex disorder
to a unique collection of Mendelian loci. Using genome-wide association results, we demonstrate that common variants
associated with complex diseases are enriched in the genes indicated by this ‘‘Mendelian code.’’ Finally, we detect
hundreds of comorbidity associations among Mendelian disorders, and we use probabilistic genetic modeling to
demonstrate that Mendelian variants likely contribute nonadditively to the risk for a subset of complex diseases. Overall,
this study illustrates a complementary approach for mapping complex disease loci and provides unique predictions
concerning the etiologies of specific diseases.
 
General information
State: Published
Organisations: Department of Systems Biology, Center for Biological Sequence Analysis, Stanford University, University of
Texas, Columbia University, University of Chicago
Authors: Blair, D. R. (Ekstern), Lyttle, C. S. (Ekstern), Mortensen, J. M. (Ekstern), Bearden, C. F. (Ekstern), Jensen, A. B.
(Intern), Khiabanian, H. (Ekstern), Melamed, R. (Ekstern), Rabadan, R. (Ekstern), Bernstam, E. V. (Ekstern), Brunak, S.
(Intern), Jensen, L. J. (Intern), Nicolae, D. (Ekstern), Shah, N. H. (Ekstern), Grossman, R. L. (Ekstern), Cox, N. J.
(Ekstern), White, K. P. (Ekstern), Rzhetsky, A. (Ekstern)
Pages: 70-80
Publication date: 2013
Main Research Area: Technical/natural sciences
 
Publication information
Journal: Cell
Volume: 155
Issue number: 1
ISSN (Print): 0092-8674
Ratings: 
BFI (2017): BFI-level 2 
Web of Science (2017): Indexed Yes 
BFI (2016): BFI-level 2 
Scopus rating (2016): SJR 26.947 SNIP 4.959 CiteScore 22.79 
Web of Science (2016): Indexed yes 
BFI (2015): BFI-level 2 
Scopus rating (2015): SJR 27.696 SNIP 5.314 CiteScore 23.62 
Web of Science (2015): Indexed yes 
BFI (2014): BFI-level 2 
Scopus rating (2014): SJR 28.41 SNIP 5.687 CiteScore 24.91 
BFI (2013): BFI-level 2 
Scopus rating (2013): SJR 27.895 SNIP 5.887 CiteScore 24.88 
ISI indexed (2013): ISI indexed yes 
Web of Science (2013): Indexed yes 
BFI (2012): BFI-level 2 
Scopus rating (2012): SJR 24.829 SNIP 6.329 CiteScore 23.99 
ISI indexed (2012): ISI indexed yes 
Web of Science (2012): Indexed yes 
BFI (2011): BFI-level 2 
Scopus rating (2011): SJR 25.378 SNIP 6.695 CiteScore 22.29 
ISI indexed (2011): ISI indexed yes 
BFI (2010): BFI-level 2 
Scopus rating (2010): SJR 25.195 SNIP 6.355 
BFI (2009): BFI-level 2 
Scopus rating (2009): SJR 25.796 SNIP 6.389 
Web of Science (2009): Indexed yes 
BFI (2008): BFI-level 2 

brought to you by COREView metadata, citation and similar papers at core.ac.uk

provided by Online Research Database In Technology

https://core.ac.uk/display/17049261?utm_source=pdf&utm_medium=banner&utm_campaign=pdf-decoration-v1


Scopus rating (2008): SJR 24.783 SNIP 5.621 
Scopus rating (2007): SJR 24.913 SNIP 5.511 
Web of Science (2007): Indexed yes 
Scopus rating (2006): SJR 23.449 SNIP 5.496 
Web of Science (2006): Indexed yes 
Scopus rating (2005): SJR 24.633 SNIP 5.466 
Scopus rating (2004): SJR 25.051 SNIP 5.584 
Scopus rating (2003): SJR 27.793 SNIP 5.482 
Scopus rating (2002): SJR 27.652 SNIP 5.315 
Scopus rating (2001): SJR 29.301 SNIP 5.604 
Scopus rating (2000): SJR 35.861 SNIP 6.434 
Web of Science (2000): Indexed yes 
Scopus rating (1999): SJR 42.324 SNIP 6.799 
Original language: English
DOIs: 
10.1016/j.cell.2013.08.030 
Source: dtu
Source-ID: n::oai:DTIC-ART:cell/396537737::32410
Publication: Research - peer-review › Journal article – Annual report year: 2013

 


