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UROLOGIC SURVEY

EDITORIAL COMMENT
In this study, the authors investigated the genetic cause of spermatogenetic failure in a consanguineous Turkish family with four 
infertile and three fertile brothers by using whole exome sequencing (WES). Two brothers were azoospermic with follicle stimulating 
hormone, luteinizing hormone and total testosterone levels within the normal range. One of them had a pathology report showing 
maturation arrest. Both have had microdissection testicular sperm extraction operation without sperm recovery. Spermiogram in 
other two brothers showed oligoasthenoteratozoospermia (OAT) with a sperm count of 2.2 and 7 million/mL. DNA extraction was 
obtained for WES in all infertile brothers and parents, who were first-degree cousins, to investigate possible candidate gene(s) which 
passed to the siblings via Mendelian inheritance. A non-synonymous variant in general transcription factor 2H subunit 3 (GTF2H3) 
in chromosome 12 was identified in the family. This variant was confirmed to be homozygous in the two azoospermic brothers and 
heterozygous in the two brothers with OAT. GTF2H3 codes for the protein subunit p34 which comprises part of the GTF2H and this 
transcription factor has been shown to play a critical role in activating retinoic acid receptor alpha (RAR alpha). RAR alpha has 
also been shown to be essential in spermatogenesis in human. In this study, the authors proposed that GTF2H3 variant may lead a 
dysfunction of transcription factor 2H activation of RAR alpha leading to spermatogenetic failure. 
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