Table 1. Description of resulting aberrant splicing/expression events across patient cohort. TPM: Median transcripts per million derived experimentally; SR: short-reads; LR: long-reads; Failed: sent for short read RNA-seq but failed QC rendering data unusable; ● Event detected; ▲ Event detected but low confidence (i.e < 5 reads supporting event); □ Event not detected.
	sample ID
	Gene
	Variant(s)
	Resulting aberrant splicing events
	SR RNA-seq
	LR RNA-seq
	Blood TPM (SR|LR)
	Fibroblast TPM (SR|LR)
	Length transcript (bp)

	P01*
	UBR4
	NM_020765.3:c.8488+3A>G
	Intron 57 retention r.8488_8489ins8488+1_8489-1 p.(Ser2831ArgfsTer23)
	▲
	●
	15.6 | 75.9
	55.4 | 131.2
	15,892

	P02
	KLHL7
	NM_001031710.3:c.936+3_936+22del
	Exon 6-7 skipping, r.619_936del, p.(Val207_Lys312del)

Note: Donor loss observed in LR but intron retention cannot be confirmed. Normal transcript also detected by LR RNA-seq.
	failed
	●
	5.6 | 11.4
	24.5 | 43.2
	5,619

	P03*
	NF1
	NM_000267.3:c.1168_1179del, p.(Asn390_His393del)
	Exon 10 skipping r.1063_1185del, p.(Asp355_Lys395del)
	●
	●
	6.0 | 7.8
	27.3 | 76.7
	12,381

	P04*
	PTEN
	NM_000314.8:c.553C>G, p.(His185Asp)
	No aberrant splicing, r.=
	●
	●
	46.8 | 58.9
	43.9 |22.5
	8,515

	P05
	KLHL7
	NM_001031710.3:c.936+3_936+22del
	Exon 6-7 skipping, r.619_936del, p.(Val207_Lys312del)

Note: Donor loss observed in LR but intron retention cannot be confirmed.
	failed
	□
	5.6 | 11.4
	24.5 | 43.2
	5,619

	P06
	NF2
	NM_000268.4:c.885+5G>A
	Exon 9 skipping  r.1604_1792del, p.(Glu535_Lys597del)
	●
	●
	3.4 | 3.7
	57 | 82.7
	5,950

	P07
	COX7B 
	NM_001866.3:c.40+5G>A
	No aberrant splicing,  r.=
	●
	□
	4.4 | 0.3
	30.2 | 7.7
	2,444

	P08*
	RPS7
	NM_001011.4:c.507+3A>G
	Increased intron 6 retention, r.507_508ins507+1_508-1, p.(Val170GlyfsTer15)
	▲
	●
	70.8 | 20.7
	521.6 | 198.2
	732

	P10
	PUF60
	NM_078480.3:c.560T>A, p.(Leu187*)
	No aberrant splicing,  r.=
	●
	●
	18.8 | 168.5
	261.6 | 237.6
	1,868

	P11*
	PHF8
	NM_015107.3:c.784-2A>G
	Exon 8 skipping r.784_946del, p.(Glu263GlyfsTer6) 
	●
	□
	7.5 | 3.2
	26.9 | 11.0
	6,357

	
	
	
	Exon 8 and exon 7 skipping r.597_946del, p.(Leu200ValfsTer23)
	●
	▲
	
	
	

	P12
	COL9A2 
	NM_001852.4:c.1792+5G>A
	Exon 30 skipping  r.1604_1792del, p.(Glu535_Lys597del)
	●
	●
	1.2 | 4.1
	1 | 0.3
	2,852

	P13*
	PNKP
	NM_007254.4:c.1029+2T>C
	Exon 11 skipping, r.937_1029del, p.(Phe313_Pro343del)
	●
	●
	12.0 | 19.1
	54.6 | 22.1
	1,731

	
	
	
	Intron 10 and 11 retention, r.936_937ins936+1_937-1;r.1029_1030ins1029+1_1030-1
	□
	●
	
	
	

	P14
	WDR45B
	NM_019613.4:c.143-5T>A
	Exon 3 skipping, r.142_244del, p.(Glu48Ter)
	●
	●
	9.9 | 21.2
	232.4 | 142.3
	2,496

	P15
	ITPR1
	NM_001378452.1:c.1712A>G
	Alternative donor exon 17, r.1713_1714ins1713+1_1713+17, p.(Glu572ValfsTer9)

Note: LR RNA-seq allowed phasing with second variant NM_001378452.1:c.2659C>T
	●
	●
	35.0 | 16.5
	2.8 | 1.3
	354,159

	P16
	KIAA0825 
	NM_001145678.3:c.3451_3456+13del
	Increased exon 18 skipping, r.3297_3456del, p.(Cys1099TrpfsTer4)
	●
	□
	4.0 | 3.0
	1.4 |1.6
	7,241

	P17
	EFTUD2
	NM_004247.4:c.1393A>G, p.(Met465Val)
	Alternative donor exon 15, r.1393_1411del, p.(Ser466AlafsTer3)
	●
	●
	17.6 | 44.4
	79.8 | 72
	4,326

	P18
	ZMYM2
	NM_197968.4:c.3301+5G>A
	Exon 20 skipping, r.3133_3301del, p.(Gly1045LeufsTer4) 
	Not done
	●
	19.8 | 34.9
	19.5 | 16.5
	7,429

	P19
	SETD5
	NM_001080517.3:c.-177+1G>A
	No aberrant splicing,  r.=
Note: Donor loss observed in SR and LR but intron retention cannot be confirmed
	▲
	▲
	8.5 | 30.0
	57 | 49
	6,931

	P20
	MLH1
	NM_000249.4:c.704A>G, p.(Asp235Gly)
	Exon 9 skipping, r.678_790del, p.(Glu227SerfsTer42)
	●
	●
	8.5 | 15.7
	837.5 | 1978.9
	3,178

	
	
	
	Increased exon 9 and 10 skipping, r.678_883del, p.(Glu227PhefsTer11)
	□
	●
	
	
	

	P21
	BAP1
	NM_004656.4:c.581G>A, p.(Gly194Glu)
	No aberrant splicing,  r.=
	●
	●
	7.6 | 25.8
	83.0 | 14.5
	3,600

	P22
	LMNA
	NM_170707.4:c.1381-5G>A
	Alternative acceptor intron 7, r.1380_1381ins1381-1_1381-5, p.(Asp461GlyfsTer21)
	▲
	●
	1.9 | 27.1
	837.5 | 1978.9
	3,178

	P23
	PTEN
	NM_000314.8:c.634+3A>C
	Increased exon 6 skipping; r.493_634del, p.(Gly165IlefsTer9)
	□
	●
	46.8 | 58.9
	43.9 |22.5
	8,515

	F01
	TCOF1
	NM_001371623.1:c.2860-3215_2860-3214insN[3396]
	No aberrant splicing, r.=; isoform switch with exonization of portion of the SVA
	●
	●
	3.0 | 6.9
	57 | 49
	5,026

	F02
	YY1 – SLC25A29 & SLC25A47
	NM_152333.4:c.-120-994_*23708del
	Read-through transcript 
	●
	●
	17.3 | 71.8
	56.7 | 41.5
	2,247



