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Figure S1: NUP98 gene expression. The NUP98 cDNA fragment of 281 bp is detected in all tested tissues and
lymphoblastoid cell lines (LCLs). LCL C+ positive control, C- negative control, MW molecular weight marker
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Figure S2: the distances of the F-F pairs. Distance between the centers of mass of the F-F pairs belonging to FG
motifs in wild type (blue bars) and G28D (orange bars) NUP98 FG domain.
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Figure S3: SASA analysis of G28D stable replicas. Results showed that D28 may have to possible orientations: buried
(SASA value near or below 0) or exposed (SASA positive value).
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Figure S4: Venn diagram showing common and specific clinical features of NUP98 nucleoporopathy, RTS2 and RTSI.
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Table S1. Predicted effect at the protein level of NUP9S variants of the affected siblings.

Bioinformatic tool

Exon 3 variant

¢.83G>A (p.Gly28Asp)

Exon 20 variant

¢.2624A>C (p.Glu875Ala)

Polyphen2 [52] probably damaging possibly damaging
SIFT [53] damaging tolerated

CADD [57] deleterious deleterious

P-MUT [58] disease (85%) disease (79%)
Panther [59] probably damaging possibly damaging
HOPE [60] might disturb function might disturb function

Variant effector predictor [61]

moderate impact

moderate impact

Mutation assessor [62]

medium functional impact

medium functional impact

Provean [63]

deleterious

neutral

Mutpred?2 [64]

probably damaging

neutral

Table S2. Pprint analysis of the WT and G28D amino acid sequence involved in the RNA interaction.

WT G28D
Residue SVM value  Prediction Residue SVM value  Prediction
1 M 10.55378045 | Nem- 1 M -0.55803765 . hom
Interacting Interacting
2 F L0.82641875 | Nem- 2 F 10.87349547 | hom-
Interacting Interacting
3 N 10.90220625 | Nem 3 N 10959148 Non-
Interacting Interacting
4 K 10.61748008 | Nem- 4 K -0.6271972 Non-
Interacting Interacting
5 S 20.60904646 | Nem- 5 S 0.61693582 e
Interacting Interacting
6 F 10.3663883 Non- 6 F 033438624 hom
Interacting Interacting
7 G L0.86719585 | Nem- 7 G 091670753 . en
Interacting Interacting
8 T -0.15408726 Interacting 8 T -0.08689689 Interacting
9 P 1038805357 . om 9 P 035942044 hom-
Interacting Interacting
10 F 0.052464119 Interacting 10 F 0.15329547 Interacting
11 G 0.061878645 Interacting 11 G 0.16367349  Interacting
12 G 0.44208841 Interacting 12 G 0.6041482  Interacting
13 G 0.092849556 Interacting 13 G 0.19648674 Interacting
14 T 0.31123103  Interacting 14 T 0.45172504 Interacting
15 G 0.15037959  Interacting 15 G 0.26181989 Interacting
16 G 0.3290125  Interacting 16 G 0.47144538 Interacting
17 F -0.16312306 Interacting 17 F -0.07310067 Interacting
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