
Supplemental Table 1. Predicted miRNA target effects for c.*529A>G variant. 

D: variant disrupts the predicted miRNA site; C: variant creates a predicted miRNA site; U: unaffected.  

 

 

 

  

Variant miRNA Database Conservation 
Score 

Functional 
Effect 

Context Score 
Change 

c.*529A>G 

hsa-miR-1231 
PolymiRTS 

Database 3.0 10 D -0.246 

MicroSNiPer N/A D N/A 

hsa-miR-1299 
PolymiRTS 

Database 3.0 11 D -0.093 

MicroSNiPer N/A D N/A 

hsa-miR-6128 PolymiRTS 
Database 3.0 11 D -0.077 

hsa-miR-654-3p 
PolymiRTS 

Database 3.0 12 D -0.137` 

MicroSNiPer N/A D N/A 

hsa-miR-875-3p 
PolymiRTS 

Database 3.0 11 D -0.071 

MicroSNiPer N/A C N/A 

hsa-miR-3681-5p MicroSNiPer N/A U N/A 

hsa-miR-1254 
PolymiRTS 

Database 3.0 10 C -0.392 

MicroSNiPer N/A C N/A 

hsa-miR-3116 

PolymiRTS 
Database 3.0 10 C -0.413 

MicroSNiPer N/A C N/A 

hsa-miR-661 
PolymiRTS 

Database 3.0 10 C -0.15 

MicroSNiPer N/A C N/A 

hsa-miR-4633-5p MicroSNiPer N/A C N/A 

hsa-miR-4254 MicroSNiPer N/A C N/A 



Supplemental Table 2. Predicted RNA binding protein (RBP) effects with non-coding variation. 

D: variant disrupts the predicted RBP motif site; C: variant creates a predicted RBP motif; U: unaffected. 
Z-score and P-value reflect the reliability of the predicted binding site 

 

Untranslated 
Region Variant RNA-Binding 

Protein Motif Functional 
Effect Z-score P-value 

5’ UTR 

WT SRSF3 cuckucy D 1.670 4.75e-02 
c.-68T>C N/A N/A 

WT 
RBM6 hauccar C 

N/A N/A 
c.-68T>C 2.775 2.76e-03 

3’UTR 

WT 
HNRNPL amayama D 

2.387 8.49e-03 
c.*529A>G N/A N/A 

WT HNRPLL rcahaca U 2.519 5.88e-03 
c.*529A>G 2.025 2.14e-02 

WT IGF2BP2 vmahwca D 1.986 2.35e-02 
c.*529A>G N/A N/A 

WT RBM41 wuacwuk D 2.420 7.76e-03 
c.*529A>G N/A N/A 

WT SRSF3 wcwwc D 2.402 8.15e-03 
c.*529A>G N/A N/A 

WT SRSF5 yywcwsg C N/A N/A 
c.*529A>G 2.204 1.38e-02 





Supp. Figure 1. In silico protein modeling. Protein structures for the solved MAB21L1 wild-type 

(5EOG) (de Oliveira Mann et al., 2016) (A,C) and the I-TASSER predicted mutants (Arg51Leu B,D; 

Arg62Cys E; Gly220Arg F). Amino acids (aa) of interest are highlighted as follows: aa51 orange, 

aa62pink, aa220 yellow. Alpha helices are purple, beta sheets green, linker regions blue. Red 

arrows (B,D,E,F) indicate observed structural changes upon mutation.  

 







Supp. Figure 2. Multi-species sequence comparisons of MAB21L1 non-coding regions. 

Nucleotide alignments for 5’UTR (A) and 3’UTR (B) are shown using data generated by UCSC 

Multiz Alignments of 100 Vertebrates. Identical nucleotides are shaded in grey; positions of 

variant nucleotides are indicated in bold; non-coding variants in Individuals 2 (A) and 3 (B) are 

shown in red.  





Supp. Figure 3. Alignment of full-length MAB21L1 and related proteins. Identical amino acids 

are shaded in grey; positions of variant amino acids are indicated in bold and variants identified 

in Individuals 1a, 1b, 2 and 3 are shown in red. Note high conservation between different 

vertebrate MAB21L1/Mab21l1/mab21l1 proteins as well as with its close human homolog 

MAB21L2 and C. elegans mab-21. Human MAB21L1 (NP_005575.1), human MAB21L2 

(NP_006430.1), mouse Mab21l1 (NP_034880.1), chicken Mab21l1 (NP_989864.1), zebrafish 

mab21l1 (NP_694506.2) and C. elegans mab-21 (NP_497940.2). 
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