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The pathogenetic mechanism of gonadal dysgenesis and malignant germ cell tumours
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The purpose of this study was to establish pathological diagnostic methods for
Disorders of Sexual Development (DSD) and to clarify the pathogenetic mechanism of tumorigenesis in DSD.
We examined histologic features of gonads associated with NR5A1 mutations, StAR mutations, WT1 mutations,
and mixed gonadal dysgenesis. We found that characteristic testicular histology is useful for the
identification of mutations in the NR5AL gene. We examined molecular and histological characteristics of
40 patients with DSD (5 Denys-Drash syndrome and 35 mixed gonadal dysgenesis) who predispose to malignant
germ cell neoplasms. While gonadoblastomas were found in undifferentiated gonadal tissues, no germ cell
tumors were detected. We established useful diagnostic methods for DSD patients to promptly and
accurately determine their social gender. Our results indicate that the risk of developing germ cell
tumor in DSD might be lower than it has been thought. Thus, excessive treatments should be avoided.
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