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Abstract Disorders  of  sex  development  (DSD)  are  congenital

conditions  in  which  development  of  chromosomal,  gonadal
and genital
sex is atypical.  DSD are classified in three main diagnostic
categories: DSD with sex chromosome abnormalities, 46,XY
DSD (46,XY karyotype) and 46,XX DSD (46,XX karyotype). A
large number of genes have been associated with the control
of sexual differentiation (mainly genes coding for transcription
factors,  steroidogenesis  enzymes,  peptide  hormones  and
receptors). Alteration in these genes is the molecular basis of
a  percentange  of  46,XY  DSD  and  46,XX  DSD  patients.
Likewise, there is a percentage of patients with DSD with no
known molecular defect. The general objective of this project
is the identification and characterization of the molecular basis
of  DSD  in  patients  with  unknown  molecular  diagnosis  by
implementing next generation sequencing (NGS) techniques
and  aCGH  and  to  then  transfer  these  results  to  routine
genetic
diagnosis.  The  specific  objectives  are:  1)  Formation  of  a
cohort of patients with DSD; 2) Design and validation of a next
generation sequencing panel for  genes involved in different



pathways of  sexual  differentiation;  3)  Mutation screening in
patients with DSD and unknown genetic defect by the new
NGS panel  and  aCGH,  4)  Whole  Exome Sequencing  of  a
patient
selection  (familiar  trio)  with  unknown  defect  following  the
previous  objective;  5)  To  functionally  characterize  the
predicted
pathogenic variants.
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