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INTRODUCTION

Androgen insensitivity syndrome (AlS) Is a 46,XY
difference of sex development (DSD) classically caused

by mutations in the X-chromosomal androgen receptor R ESU LTS 4 Clinical AIS (n=95) N = . .
. SOy . I xome-seqguencing of 26 AlS type Il GF revealed in 12
(AR) gene. Nevertheless, in over 50% of individuals with * undervirilization . . . . ]

We previously established an assay (apolipoprotein D * No uterus than the AR and in 10 cases likely pathogenic variants In

* no AR coding gene mutation :
(APOD assay) that measures androgen dependent AR- y N genes so far_ unre_lgted to DSD. In four cases no candidate
activity in genital skin fibroblasts (GFs). Using this assay 31 out of 95 GFs (33%) from individuals with genes were identified (figure 2).

we identified a group of GFs with reduced AR function in clinical AIS but no mutation in the AR gene el * Reduced AR function in * Normal AR function in patients’
the absence of an AR coding gene mutation, called AIS In the group AIS type Il. Three of them (9.6%) patients’ genital skin fibroblasts genital skin fibroblasts

type Il (1). showed normal AR mRNA but reduced AR U Exome sequencing of 26 AlS type II:

. . . a N N D
protein expression levels (2), nine (29%) Normal AR mRNA Reduced AR Normal AR mRNA v ﬂ N

AlS type Il (n=31) [ Clinical AIS (n=64) }

MRNA and AR but reduced AR

showed reduced AR mRNA and protein and AR protein siaietic S— . Mutations in
. expression (n=19) : :
expression levels and 19 (61%) showed normal NULIPN /\_expression (n=2§/ \_expression (nz3) AR-traget

- - iants in genes known to cause
AR mRNA and protein expression. f th 4 Setiss yantams it
nine GFs w?thdrepd%tc?ed ?Als riSI:«?I\(I)A egg:eosstioi ) Highmethylation | Normal | Mutationinthe | SSLCAELELAL differences In sex development (D3D)

ST _ e ae of the proximal methylation of AR-5"-UTR (n=2) insuf.fi'ci.ent other than AlS (n=12)
AlIM four showed significantly higher AR promotor aca‘l':\/‘i’ty ' AR srerEiE; the proximal AR- | => Aberrant AR- specificity of
methylation levels explaining the reduced AR .~ (n=4) | promoter(n=5) & translation  SSRISIIL —
- - variants In
o expression (3) (figure 1). W 4 Anifines it recurrently
Investigation of the prevalence of AIS type | bas_ed N — candidate muta(tefl4)
on GFs derived from a large cohort of patients with of AR-transcription e (-2 genes (n=
DSD and clinically presumed AlS and further

Chara?te%gmn of this group of AR mutation- Figure 1. Functional characterization of AlIS type L. Figure 2: Exome sequencing on AlS type ||
negative .
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GFs revealed both known and unknown candidate DSD-genes as 2. A Recurrent Germline Mutation in the 5'UTR of the Androgen Receptor

potential cofactors of AR-activity. Two thirds of examined cases Causes Complete Androgen Insensitivity by Activating Aberrant UORF

show a normal APOD induction. In these cases either transcriptional Translation. Hornig NC et al.;. PLoS One. 2016 Apr 25;11(4):e0154158. CONTA CT | N FORMAT'ON
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variants in genes so far no candidate
unrelated to DSD (n=10) gene (n=4)

Assessment of AR function in GFs from individuals
with clinical AlS but no AR coding gene mutation
(n=95). AR mMRNA and protein expression
measurement in GFs with reduced AR function and
In male control GFs. DNA-methylation analysis of
the AR promotor in GFs with reduced AR mRNA
expression and in male control GFs. Exome-
sequencing of AlS type Il GFs.
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