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Is the phosphodiesterase 3A gene involved in childhood growth and the onset of
puberty?
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Congenital hypogonadotropic hypogonadism (HH) is a cause of delayed puberty
and infertility, with the combination with short stature without growth hormone deficiency (non-GHD
SS) being rare. PDE3A is speculated to be a new cause of HH, not only in hypertension with
brachydactyly syndrome (HTNB). This study aimed to clarify the involvement of PDE3A and PDE-related
genes in growth and puberty onset through genetic analysis of non-GHD SS, HH, and combined cases.
Five PDE3A variants were identified in 20 cases, with predicted protein function changes in two
cases. Clinical analysis of these two cases, presenting short stature and HH, suggests involvement
of PDE3A variants in growth and puberty onset.
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PDE3A

Case 1 Case 2 Case 3 Case 4 Case 5
Sex Male Male Male Male Male
Age 26 13 36 125 13
Present Height (cm) 150 137 171 145 1396
BW (kg) 48 112 36 361
Pubic hair PH2 PH1 PH1 PH1 PH2
Testicular volume 2mL imL 3mL 1-2mL 10
LH (mIlU/mL) <0.1 <0.1 <0.1 11 093
FSH (mIU/mL) <0.2 <0.2 <0.2 297 21
Testosterone (ng/mL) 0.22 01 0.55 02 03
PDE3A Variat PDEA3 missense variant  PDEA3 missense variant PDEA3 missense variant PDEA3 missense variant PDEA3 missense variant

Other gene variant

PDE3A variant allele
frequency
in sillico analysis
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