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Figure!S1:!MRI! from!proband!of!UK1! family.!Upper!panel:!Axial!T1/weighted!images!of!

the! proximal,! mid/! and! distal! right! thigh! demonstrating! moderate! fatty! replacement! of!

vastus! lateralis! (VL),!especially! the!distal!portion.!Rectus! femoris! (RF)!and!biceps! femoris!

(BF)!are!mildly!affected,!whilst!vastus!medialis!is!relatively!spared.!Lower!panel:!Axial!T1/

weighted!images!of!the!proximal,!mid/!and!distal!right!calf!demonstrating!mild/to/moderate!

streaky! fatty! replacement!of! all!muscles!with! relative!preservation!of! the! tibialis! anterior!

(TA)!proximally.!
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!Figure S2. Aggregation scores for NEFH-3’-UTR ORF3 and NEFL-3’-UTR ORF1 using 

different prediction tools: (A) Aggrescan, (B) Fold Amyloid and (C) PASTA 2.0.!
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Figure S3. Evaluation of aggregation in cells expressing different size length of the NEFH 

mutant extension.  Diagram illustrates constructs and aggregation results in transfected cells. 

Red asterisk indicates stop codon. Predicted cryptic amyloidogenic element (CAE) is indicated by 

grey striped pattern. (A) GFP-WT-NEFH construct shows full-length NEFH gene with original stop 

codon upstream the 3’-UTR. GFP-FS-NEFH showing frameshift (FS) and translation of the 3’-

UTR. Stop1-Stop4: Series of truncated GFP-FS-NEFH constructs with stop codons at 4 different 

positions throughout the NEFH mutant amino acids extension resulted in no aggregation. Stop4 

resulted in few cells with aggregates. GFP-WT-NEFH depicts wild-type NEFH without the original 

stop-codon fused to CAE resulted in high levels of aggregates. (B) GFP-WT-NEFL construct and 

NEFL constructs encoding 3’-UTR ORF1 and ORF2.  



!

!

Figure S4. Bioinformatics aggregation prediction analysis of the human 3’-UTRef. Open-

reading frames of human 3’-UTRefs were filtered for TANGO score > 200 and PASTA 2.O free 

energy score > -4.  
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Figure S5: Expression of SOD1 and TARDBP fused to their predicted 3-UTR CAE 

do not cause aggregation.  (A) SOD is diffusely expressed in both wild-type and SOD 

encoding the 3’-UTR-CAE. (B) TARDBP is localized to the nucleus in both wild-type 

(GFP-WT-TARDBP) and TARDBP encoding the 3-UTR-CAE. 

 

 

 

 

 



 

Table S1. List of candidate genes from UK1 family’s exome data  
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Table S2. List of aggregation disease genes predicted to contain a 3’-UTR CAE. 

!

!

!

!

!

!

!

!

!

!

!

!

!

!

!

!

!

!



!


