
Supplementary Table 3 NF1  germline and somatic mutations.
Supplementary Table 3a NF1  germline and somatic mutations identified in patients with matched blood DNA available.

NF1  GERMLINE MUTATIONS
Case ID Type Chr Start End Ref Alt Function Effect Normal VAF Tumor VAF Tumor VAF (normalized by purity) Tumor Genotype Sanger Validation ClinVar ID HGMD ID Pathogenicity Missense Pathogenic Predictions MutTaster missense Polyphen2 missense Provean missense SIFT missense In-frame indel Pathogenic Predictions FATHMM in-frame indel Provean in-frame indel SIFT in-frame indel VEST in-frame indel log odds ratio L

3 SNV chr17 29557276 29557276 A G splicing c.2991-2A>G 0.5 0.73 0.86 LOH verified . CS992456 splicing . . . . . . . . . . 18.86
4 DEL chr17 29546036 29546037 AG - frameshift p.Q514fs 0.42 0.83 1.00 LOH verified rs267606600 CD962097 frameshift . . . . . . . . . . 56.64
5 DEL chr17 29541543 29541546 TAAG - frameshift p.Y489fs 0.36 0.36 0.80 LOH verified . . frameshift . . . . . . . . . . 2.90
6 DEL chr17 29664480 29664480 T - frameshift p.A2153fs 0.52 0.52 0.52 Het verified . . frameshift . . . . . . . . . . 0.00
7 SNV chr17 29557277 29557277 G C splicing c.2991-1G>C 0.46 0.8 1.00 LOH verified . CS000875 splicing . . . . . . . . . . 92.67
9 SNV chr17 29486116 29486116 G A splicing c.288+5G>A 0.46 0.78 1.00 LOH verified . CS030542 splicing . . . . . . . . . . 32.78

10 SNV chr17 29679366 29679366 C T truncating p.R2496X 0.59 0.75 1.00 LOH verified rs866445127 CM941096 truncating . . . . . . . . . . 45.82
11 DEL chr17 29496924 29496927 TGTT - frameshift p.T165fs 0.39 0.51 1.00 LOH verified rs786201874 CD000948 frameshift . . . . . . . . . . 3.79
12 DEL chr17 29546048 29546048 C - frameshift p.T518fs 0.59 0.79 1.00 LOH verified . . frameshift . . . . . . . . . . not available
13 DEL chr17 29508764 29508764 T - frameshift p.F231fs 0.49 0.61 0.98 LOH verified . . frameshift . . . . . . . . . . 5.34
15 DEL chr17 29541512 29541512 A - frameshift p.E479fs 0.25 0.71 1.00 LOH verified . . frameshift . . . . . . . . . . 33.61
16 DEL chr17 29550494 29550497 TAAC - frameshift p.L585fs 0.55 0.75 1.00 LOH verified rs786202782 CD032129 frameshift . . . . . . . . . . 9.87
17 SNV chr17 29588751 29588751 C T truncating p.R1513X 0.53 0.6 1.00 LOH verified rs760703505 CM941093 truncating . . . . . . . . . . 7.81
19 INS chr17 29553477 29553477 - C frameshift p.T676fs 0.57 0.55 1.00 LOH verified rs587781807 . frameshift . . . . . . . . . . 37.21
20 SNV chr17 29546138 29546138 T A splicing c.1641+2T>A 0.43 0.77 1.00 LOH verified . . splicing . . . . . . . . . . 41.23
21 SNV chr17 29588751 29588751 C T truncating p.R1513X 0.48 0.94 1.00 LOH verified rs760703505 CM941093 truncating . . . . . . . . . . 6.68
22 SNV chr17 29486028 29486028 A TC splicing c.205_205insTC 0.52 0.62 1.00 LOH verified . . splicing . . . . . . . . . 25.57
23 SNV chr17 29550544 29550544 G T truncating p.E602X 0.45 0.74 1.00 LOH verified . . truncating . . . . . . . . . . 35.79
27 DEL chr17 29554281 29554281 T - frameshift p.I766fs 0.43 0.92 1.00 LOH verified . . frameshift . . . . . . . . . . 27.29
28 SNV chr17 29528178 29528178 G A splicing c.1185+1G>A 0.34 0.76 1.00 LOH verified rs864622161 CS000050 splicing . . . . . . . . . . 29.25
29 DEL chr17 29553478 29553478 C - frameshift p.T676fs 0.41 0.55 0.55 Het verified rs747195556 CD000963 frameshift . . . . . . . . . . 0.00
30 INS chr17 29585359 29585359 - AG splicing c.4174-2->AG 0.49 0.47 1.00 LOH verified . . splicing . . . . . . . . . . 51.76
31 SNV chr17 29654571 29654571 C T truncating p.Q1754X 0.47 0.87 1.00 LOH verified . CM941095 truncating . . . . . . . . . . 61.59
39 DEL chr17 29560068 29560068 T - frameshift p.V1182fs 0.57 0.77 1.00 LOH verified . . frameshift . . . . . . . . . . 88.55
42 SNV chr17 29508778 29508778 C A truncating p.Y235X 0.47 0.77 1.00 LOH verified . CM086301 truncating . . . . . . . . . . 37.20
43 SNV chr17 29508754 29508754 T A truncating p.Y227X 0.52 0.77 1.00 LOH verified . . truncating . . . . . . . . . . 67.01
44 DEL chr17 29665752 29665755 ACTT - frameshift p.T2263fs 0.42 0.45 1.00 LOH verified rs863224836 CD951799 frameshift . . . . . . . . . . 57.60
46 SNV chr17 29509596 29509596 G A truncating p.W267X 0.52 0.7 1.00 LOH verified rs1064794273 CM961024 truncating . . . . . . . . . . 130.66

47 * SNV chr17 29554545 29554545 G A truncating p.W777X 0.42 0.62 1.00 LOH verified . CM000789 truncating . . . . . . . . . . 7.06
47 * SNV chr17 29548963 29548965 TTT - in-frame p.579_580del 0.4 0.38 1.00 LOH verified rs772828624 . pathogenic in-frame indel . . . . . 2/4 D T . D 27.61
48 SNV chr17 29497010 29497010 T C missense p.L194P 0.54 0.91 1.00 LOH verified . CM054014 pathogenic missense 4/4 D D D D . . . . . 67.17
49 INS chr17 29556070 29556070 - T frameshift p.V813fs 0.56 0.58 1.00 LOH verified . CX041668 frameshift . . . . . . . . . . 11.45
51 SNV chr17 29486028 29486028 A T truncating p.R69X 0.28 0.69 0.69 Het verified . . truncating . . . . . . . . . . 0.00

52 * SNV chr17 29527438 29527438 A G splicing c.889-2A>G 0.48 0.37 0.61 Het verified rs878853922 CS991467 splicing . . . . . . . . . . 0.00
52 * SNV chr17 29490276 29490276 C T missense p.L121F 0.61 0.45 0.61 Het verified . . pathogenic missense 2/4 D T T D . . . . . 0.00
53 SNV chr17 29528504 29528504 G T splicing c.1260+1G>T 0.41 0.72 1.00 LOH verified . CS064442 splicing . . . . . . . . . . 72.83
56 DEL chr17 29559859 29559862 ACTC - frameshift p.L1152fs 0.5 0.86 1.00 LOH verified rs786202594 CD972351 frameshift . . . . . . . . . . 160.68
57 SNV chr17 29533378 29533378 C T truncating p.R461X 0.47 0.91 0.91 LOH verified rs878853865 CM000780 truncating . . . . . . . . . . not available
66 SNV chr17 29665041 29665041 A G splicing c.6642-2A>G 0.51 0.49 0.83 LOH verified . . splicing . . . . . . . . . . 57.06
67 DEL chr17 29509595 29509595 G - frameshift p.W267fs 0.45 0.53 0.53 Het verified . . frameshift . . . . . . . . . . 0.00

NF1  SOMATIC MUTATIONS
Case ID Type Chr Start End Ref Alt Function Effect Tumor VAF Sanger Validation ClinVar HGMD Pathogenicity Missense Pathogenic Predictions MutTaster missense Polyphen2 missense Provean missense SIFT missense In-frame indel Pathogenic Predictions FATHMM in-frame indel Provean in-frame indel SIFT in-frame indel VEST in-frame indel log odds ratio L

6 DEL chr17 29667527 29667527 C - frameshift p.S2288fs 0.06 verified . . frameshift . . . . . . . . . . 0.00
14 SNV chr17 29550462 29550462 C A missense p.S574R 0.16 verified . CS040848 pathogenic missense 4/4 D D D D . . . . . 3.77
17 INS chr17 29556297 29556297 - A frameshift p.D888fs 0.26 verified rs886041348 CD972348 frameshift . . . . . . . . . . 2.67
29 INS chr17 29562653 29562653 - CTCTGT in-frame p.T1245delinsTLS 0.29 verified . . pathogenic in-frame indel . . . . . 3/4 D D . D 0.00
52 SNV chr17 29528489 29528489 C T truncating p.R416X 0.48 verified rs764079291 CM992366 truncating . . . . . . . . . . 0.00
55 DEL chr17 29562680 29562680 T - frameshift p.Y1254fs 0.1 verified . . frameshift . . . . . . . . . . not available
66 SNV chr17 29528489 29528489 C T truncating p.R416X 0.25 verified rs764079291 CM992366 truncating . . . . . . . . . . 9.14
67 SNV chr17 29562744 29562745 TC AA truncating p.F1275X 0.34 verified . . truncating . . . . . . . . . not available

*samples with two independent NF1  germline mutations.


