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Precise regulation of SOX9 expression during gonadal development by the testis
specific enhancers using a genetically humanized mouse model

Tsuji-Hosokawa, Atsumi
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S0X9/Sox9 is a master gene for testis development. This study aimed to
analyze function of candidate sequence for human SOX9 enhancer, hXYSRa, in in vivo setting. 1) in
vitro reporter assay utilizing luciferase expression plasmid revealed enhancer function of hXYSRa.
We 1dentified one of transcriptional factor binding motifs within the sequence. 2) We generated
genetically humanized mice of Sox9 enhancer. The homologous Sox9 enhancer region in murine genome
was replaced with hXYSRa sequence (hXYSRa sub mice) and development of reproductive system in the
model mice was screened. Some of hXYSRa sub/sub mice with XY karyotype showed virilization of
external/internal genitalia when the line was backcrossed to the DBA/2 strain and overexpressed
human SRY. This_result suggested regulatory regions in human genome can compensate homologous
sequence in murine genome and can be analyzed in the animal model.
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