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Diagnostic Exome Sequencing (DES) Coupled with Rules-based Candidate Gene Analysis
ldentifies a Causative RRAS Lesion in a Patient with a Novel RASopathy*
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Figure 1 DES coupled with bioinformatic analysis identifies an appardathyovoRRASlteration, G39DURc.116_118dupGCG), in the probangl| Figure 2 G39dup is situated in a highly conserved, functional region of RRAIR9 and flanking residues are conserved across evollijdchematiof
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traces confirm thede novonature ofRRAS39dup. Red arrows indicate the location of the duplication in the probaimdiicates exome brown). C)Visualization of G39 within the 3D structure of RAS. Red surface indicates G39 and V40. Residue V55 is depicteitki@QBltésvshown in
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RRAS
ET ‘ O I_O G Y U N D E R E P R O B A N D ’ S #1 Rules-based candidate gene analysis allows for virtually all of the genes

in the human exome to be evaluated for their contribution to a patient’s
D phenotype.

#2 By employing DES with rules-based candidate gene analysis, we
determined RRAS p.G39dup to be the causative lesion in our proband. Not
only does this finding recapitulate the work of Flex et al,, it expands the
phenotypic spectrum associated with RRAS alterations.

#3 We propose that RRAS be added to the list of genes that are commonly
sequenced in individuals suspected of having a RASopathy.

#4 We recommend that patients with RRAS alterations be monitored
carefully for the emergence of hematological malignancy.
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