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Introduction: Although the majority of Growth Hormone
Insensitivity syndrome (GHIS) cases are classical, the spectrum
of clinical phenotypes has expanded to include “atypical” GHIS R | t ¥ -
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GHR mutations with dominant negative effects. Case Signal Extracellular TM Intracellular
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179-540) with low IGFBP-3 (1.3mg/L; 3.1-9.5), and ALS I o Parents: Normal ¢.945G>A (het)
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gene analyzed was from genomic DNA. Primary fibroblasts were === ‘ "LTTLE nucleotide of exon
established to evaluate GHR cDNA. Results: A novel HK — | N : . :
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(encoding part of the intracellular domain of GHR) was 4408 | |

gDNA analysis

identified. GHR ¢.945G is the last nucleotide in exon 9 and a
substitution from G to A could alter the donor splice site at the
junction of exon 9-intron 9. Analysis of the GHR cDNA
undertaken revealed heterozygous excision of exon 9

mutation at the last nucleotide of exon 9.

sequences, consistent with GHR ¢.945G>A being a splicing PCR amplification of Heterozygous GHR ¢.945G>A cDNA
defect. The loss of exon 9 generates a predicted truncated GHR i i | _ ) |
votein identical o the  dominant-negative  heterozygous Heterozygous GHR .942G>A s a Bﬁlﬁlcmg Mutation Heterozygous GHR ¢ 945G>A cDNA Exon 9 is Spliced Ot
c.945+1G>A variant reported by lida et al (JCEM, 2008). 91 0 o e Wild-type
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GHR splicing variant in the intracellular domain of GHR | & ACCEptor site, AS AT
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