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Clinical Characterization of Short Stature Due to NPR2 Gene
Variants and Functional Verification of Three Variants in Vitro*
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Abstract: Objective Three short stature patients combined skeleton deformity who had NPR2 variations, p.R787W, p.E906G and p.R976H were reported.
Software and in vitro protein functional test were used to evaluate the potentially damaging effects of novel NPR2 variations. Methods Clinical data were
retrospectively analyzed. cGMP level was measured by ELISA and NPRB protein expression was determined by Western Blotting. Results Two patients with
NPR2 p.R787W variant present mild skeletal deformities and one patient with p.E906G and p.R976H compound heterozygous variants, which resulted
in Acromesomelic Dysplasia, Maroteaux Type were reported. Functional validation test in vitro shows cGMP level of transfected variant cells were all
decreased compared with wild type cells, but there were no statistically significant differences in the expression of NPRB proteins between them. Conclusion
Genetic testing is necessary for patients with severe short stature and accompanying skeletal deformities. The mechanism by which NPR2 gene mutation

causes short stature remains unclear and requires further investigation.
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