8. Conclusions

Current studies argue that AEXS is caused by overexpression
of CYPI19A1 due to three different types of cryptic genomic
rearrangements including duplications, deletions, and inver-
sions. It seems that transcriptional activity and structural
property of the fused promoter constitutes the underlying
factor for the clinical variability in most features of AEXS
except for FSH-dominant hypogonadotropic hypogonadism.
Thus, AEXS represents a novel model for gain-of-function
mutation leading to human genetic disorders.
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Summary of CYP19A1 Mutations
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Endocrine data in case 215 years of age. The black, the white, and the red cotors
represent the data in cases of the duplication, the deletion, and the inversion types,
respectively; the blue color indicates the data of GnRH test after GRRH priming in two
cases of the duplication type. The data at the time of diagnosis arc denoted by circles, and
those on aromatase inhibi (1 mg/day in the duplication and the
deletion types and 24 mg in the inversion types) are depicted by squares. The light purple
areas represent the normal reference ranges. The actual values are described in Table 1.
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Expression of Aromatase in the Uterus

Aromatase is Constitutively Expressed
in the Syncytium
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