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Concurrent DNA + RNA panel testing on whole
blood [CaptureSeq]
+ follow-up RT-PCRseq as indicated

A. Splice impact: Compare the percent splicing index (PSI) at all native donor sites for which there is =21 individual
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* 15-18% of +2T>C variants support some degree of normal splicing in minigene assayss. with +2T7>C variant and =21 individual with a different canonical variant with same expected splice event
* There is a high degree of discordance between different assays for the same variant®. B. Pathogenicity impact: Evaluate PSl and clinical data for all individuals with +2T>C variants in NF7 to assess
* There is limited information on the clinically relevant impact in humans. pathogenicity of +2T>C variants. NF1 pathogenic variants cause neurofibromatosis, a high penetrance disorder.
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. syndrome-like dysmorphic features, but it was inherited from an unaffected parent.
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genes, PSI for +2T7>C variants
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matched canonical variants.

Figure 4. 8 NF1 native donor sites met inclusion criteria. 25% (2/8)
+2T>C variants had substantially lower PSI and less clinical
suspicion of NF1 than matched canonical variants.

e ~18% of +2T>C variants support significant normal splicing in humans

« +27>C variants have a lower prior probability of pathogenicity than other canonical
splice site variants
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