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Supplementary Table 1. PCR amplification and sequencing primers used for Sanger sequencing of human PPP1R15B gene 
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Supplementary Table 2. siRNA sequences 

 

 

 

Supplementary Table 3. Primer sequences used for mRNA expression studies 

 

 

Supplementary Table 4. Filtering of variants identified by whole exome sequencing of patient 1 

(index patient) 

 

 

Counts are the number of autosomal variants (SNVs and insertion/deletion variants (indels)) identified 

by Whole Exome Sequencing of the patient compared to the Human Reference Genome on UCSC build 

hg19. The successive filters applied after quality filtering are shown: 
a
homozygous variants, 

b
nonsynonymous variants including missense and nonsense, splice-site variants and exonic indels 

(frameshift and non-shifted), 
c
variants that were absent in the homozygous status in an in-house 

database, in Exome Variant Server (EVS) and in Exome Aggregation Consortium (ExAC) and with a 

MAF < 0.005 in these databases and in dbSNP. 
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Supplementary Table 5. Description of the 18 rare variants identified by whole exome sequencing in patient 1, and complementary 

genotyping of these variants in patient 2 

 

 
Genomic map position is on UCSC hg19. Description of the consequences on cDNA and protein follows the Human Genome Variation 

Society (HGVS) recommendations (4). Heterozygotes and total genotype counts, heterozygotes frequencies, and minor allele frequencies 

(MAF) are given for EVS and ExAC. All the variants were absent in the homozygous status in these databases. The genotype of the two 

affected siblings is shown as 2/2 (homozygous for the rare allele), 1/2 (heterozygous) and 1/1 (homozygous for the frequent allele, none 

found). Variants homozygous in both patients are shown in bold. NA: not available. 
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Supplementary Table 6. Functional predictions of the variants compatible with mutation status and human mutations and knockout 

mouse phenotypes of the corresponding genes 

 

 

In silico prediction of the impact and severity of mutation on protein function was performed using Polyphen-2 (8), SIFT and Provean (9), 

using recommended parameters. Polyphen-2 predictions were made based on the HumDiv model. aHuman islet expression is based on (10) 

and our unpublished data (M.C.) and is given in RPKM (reads per kilobase of exon model per million mapped reads) units. bKnockout mouse 

model phenotype information is according to the Mouse Genome informatics (MGI) and the Wellcome Trust Sanger Institute (WTSI) 

databases. NA: not available. 
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Supplementary Figure 1. Heatmap of gene expression in human tissues. RNAseq values (in RPKM) 

from the indicated human tissues were obtained from GTEx (v4.pl). RNA-seq data of FACS-purified 

human islet -cells were from Nica et al (11). Human islet RNA-seq data (24 in total) were from Eizirik 

et al and Cnop et al (10; 12) (and unpublished data). Bone (osteoblast) gene expression was obtained 

from GEO dataset accession number GSE57925 (unpublished data). The median RPKM value of the 

samples is represented, with the maximum set at 30. The heatmap was made in R (function heatmap.2). 
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Supplementary Figure 2. PPP1R15B silencing does not modify expression of the pro-apoptotic 

Bim splice variants Bim-EL and Bim-L or the anti-apoptotic proteins BCL2 and BCL-XL. INS-1E 

cells were transfected with control siRNA (siCT) or two different siRNAs targeting PPP1R15B 

(siP1R15B1 and siP1R15B2). 48h after transfection the Bim-EL and Bim-L (A, B, C) and BCL2 and 

BCL-XL (D, E, F) expression was examined by Western blot. A and D are representative blots of 5 

experiments. B, C, E and F are densitometric quantifications of protein expression corrected for α-

tubulin, and expressed as fold of siCT.  
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