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The authors present a case of a 5-year-old proband and his mother, with hereditary 

pseudohypoparathyroidism type 1a, that presented a new GNAS mutation. The case is 

very well- written. I would suggest: 1. Please better describe the mechanism leading to 

PTH resistance in the kidney in PHP1a: As the maternal allele is the only source of 

Gs-alpha in the kidney (the paternal allele is normally silenced in this tissue), this 

maternal silencing results in marked reduction of Gs-alpha levels, leading to PTH 

resistance. 2. The authors present a case of hereditary PHP1a and describe a new 

mutation. Please present a supplementary table with other GNAS mutations previously 

described. What is the percentage of cases of sporadic PTH1a? 3. Please better explain 

heterotopic ossification in PHP1a, concerning its location and mechanism 

(hypercalcemia versus GNAS mutation induced osteogenic differentiation of stromal 

cells derived from adipose tissue while inhibiting their adipogenic differentiation). 
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