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Background and Objective
STIM1 is a reticular Ca2+ sensor composed of a luminal and a cytosolic
domain. Dominant mutations in the STIMI gene cause three allelic
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Results and Conclusions

In the clinical study and molecular characterization of 332 patients with
neuromuscular disorders tested with a multigene panel in NGS, we identified rare
variants in 305 cases. Herein we report on seven patients (age ranged 26-57 years)
who harbored mutations in the STIMI gene (Table 1). The age of onset of the
affected patients ranged from birth to adulthood. Two patients presented clinical
characteristic compatible with Stormorken syndrome, 3 out of 7 presented with
congenital muscle weakness, 1 with adult onset of non-specified myopathy, and a
single case referred only myalgia. The ability to walk was quite conserved in all
patients. The mutations we identified (Fig. 1) satisfied canonical criteria for
pathogenicity, were distributed throughout the gene (Fig. 2), and five out of 7 were
novel. The three-dimensional model of the functional domains presenting missense
variants is shown in Fig. 1. Of interest, variant p.D84E is a recurrent mutation in
Stormorken syndrome. Muscle biopsy showed the presence of tubular aggregates in 3
patients, and type I fibe atrophy in 2 patients. Two presented non-specific myopathic
signs (Fig. 3). Our work expand the heterogeneity of STIMI mutations and the
associated phenotypes.

Fig. 1. Three dimensional modeling. A. View of the three
dimensional model of the Ca2+ - sensing region of STIMI
(PDB entry: 2K60, residues 58-201) consisting of the EF-
hand and sterile alpha motif (SAM) domains (Stathopulos
et al, 2008). Mutated residues are highlighted in red.

B. Close view of the structure around residues 84, 104,
patient | 109 and 138 in wild-type and mutated STIMI.
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Fig. 2: Scheme of the protein structure
(https://prosite.expasy.org/cgi-bin/prosite/PSImage.cgi)
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