Pituitary Stalk Interruption: A sequential manner to gain pituitary hormone deficiencies

with a still unknown molecular basis
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Background: Pituitary stalk interruption syndrome (PSIS) is characterized by the absence of the pituitary stalk, pituitary hypoplasia and an
ectopic posterior pituitary. This anatomical abnormality can be associated with other midline defects and variable endocrine disorders,
ranging from isolated growth hormone deficiency (IGHD) to multiple hormone deficiency. Although the exact etiopathogenesis of PSIS is still
poorly understood, there is evidence of antenatal malformation or acquired origin due to perinatal trauma and/or hypoxic-ischemic
encephalopathy.

Objective: We aimed to retrospectively analyze the clinical, auxological, biochemical and radiological findings in Spanish patients with PSIS.

Material and methods: We retrospectively studied 27 patients with PSIS according to the results of MRI. We studied the perinatal
characteristics (gestational age, delivery, neonatal hypoxemia and associated malformations). Auxological data (growth velocity, height,
weight, BMI and bone age) and the evolution of endocrine parameter (the percentage of pituitary hormone deficits and the age of onset
thereof), before the initiation of GH therapy and after 1, 2 and 3 years of treatment were analyzed. Genomic DNA was screened for HESX1,
PROP1, POU1F1, LHX3 and LHX4 mutations. Statistical analysis was performed with the statistical package SPPS 20. A paired Student’s T test
was used to compare growth velocity in the 1st and 3rd year of growth. A “p” of <0.01 was considered significant. We compared the
differences in hormonal deficits between 2 groups of patients with PSIS and extra-pituitary malformations associated or not and differences

were considered significant at p <0.05.
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CA: chronological age. BA: Bone age (Greulich-Pyle method) H: height, TH target height

Conclusions: Children with PSIS develop pituitary hormone deficiencies in a sequential manner, starting with GH
deficiency. Good response to rGH therapy is seen with the highest growth velocity observed during the first year of

treatment.




