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hypomagnesemia and intense asthenia.

Results: Data analysis revealed the C1783C5T (pArgs9sTer)
pathogenc variant. Copy number variant analysis from CES data
dentified a heterozygous complete deletion of CLCNKE gene.

‘The C1783C>T mutation was previously reported in homo-
2yqous state and as compound heterozygous in families with
Bartter syndrome. A functional study etermined that ths variant
abolished chloride conductance in vitro (PMID:28381550). This
variant is present in' population databases (gnomAD. allele
frequency 00003633). The patient presented a heterozygous
complete deletion _of the CLCNKB gene:  (hg19)
NC_00001.10(NM_000085.5):g.7_16370987)_(16383412_7)del.
“This copy number variant has been reported in homozygous and
compound heterozygous state in Bartter syndrome patlents.

Conclusion: This patient was refered with clinical diagnosis of
Gitelman syndrome but the CES-based genetic study stablished
the diagnosis of Bartter syndrome. To our knowledge, this Is the.
first patient described in the literature with this two variants.
Gitelman syndrome and Bartter syndrome are two highly
overlapping renal conditions. In this case, the genetic study
allows a better diagnosis and follow up of patients;
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Russell-Silver_Syndrome (RSS) is a genetically heterogeneous
disease manifested by growth retardation. Most often, the
genetic defect is associated with impaired methylation of the
H19 and IGF2 genes located in 11p15, or with maternal
uniparental disomy of chromosome 7. The use of methylation-
dependent multiplex legase probe amplification (MS-MLPA) for
genetic disorders in RSS is important in the search. Case from
practice. Boy, 6 years old, height 106 cm (-305), weight 12.5 kg
(305), BMI 1.1 (3DS), protruding forehead, triangular face,
nartow chin, clinodactyly 5 fingers. Anamnesis: signs of
intrauterine growth retardation of the Il degree were detected
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Abnomalties of sexal development are caused by genetic
defects, ranging from chromosomal aberrations to single nucleo-
tide changes. They may be imited to the genitourinary system or
can be associated with impaitment of different organs.

Here we present a rare case of sexual development anomaly
determined by a pathogenic variant in PPPIR124. The boy, aged 3
years 6 months, was referred to our linic for genetic consulation
and molecular diagnosis.

He is the fist child of a nonconsanguineous couple, born at
term, after a pregnancy complicated with polyhydramnios in the
third trimester. Duodenal atresia, prenatally_suspicioned, was.
confirmed at birth, when bilateral cryptorchidism was noted, as
well.Later, an intraabdominal testis, 2 rudimentary fallopian tube
and uterus were detected. The child has a mild facial dysmorph-
ism and low levels of estrogen, testosterone, AMH and DHEA.
Classial karyotype, SNP array and WES were normal, except for a
patemal-inherited inversion on chromosome O.

WGS was performed by llumina technology and data was.
analyzed using Congenica platform.

A novel, heterozygous frameshift variant 2182 2185delGAAA
in PPPIRI2A, distupting exon 16 of 25 was detected, which leads.
consequently to a truncated protein. The variant was omitted by
WES due to low coverage. PPPIRI2A s a key regulator involved in
cell cycle, cell adhesion and migration during embryogenesis and
in morphogenesis. It has been recently (2020) linked with
genitourinary syndrome with or without cerebral malformations.
by Hughes et al, who reported 12 patients with truncating
variants. Our study brings new evidence for a better characteriza:
tion of PPPIRI2A-related anomalies.
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Introduction: Bartter syndrome and Gitelman syndrome_are
autosomal recessive renal disorders characterized by fluid,
electrolyte, urinary and hormonal abnormlites, including renal
potassium, sodium, chloride, and hydrogen wasting; hypokalemia;
hyperreninemia and hyperaldosteronism without hypertension;
and metabolic alkalosis. Clnical findings include. electrolyte,
growth, and sometimes neuromuscular abnormaliies.

Case report: we performed clincal exome sequencing (CES) in
2 32 year-old female patient presenting chronic. hypokalemia,
hypomagnesemia and intense asthenia.

Results: Data analysis revealed the C1783C5T (pArgs9sTer)
pathogenc variant. Copy number variant analysis from CES data
dentified a heterozygous complete deletion of CLCNKE gene.

‘The C1783C>T mutation was previously reported in homo-
2yqous state and as compound heterozygous in families with
Bartter syndrome. A functional study etermined that ths variant
abolished chloride conductance in vitro (PMID:28381550). This
variant is present in' population databases (gnomAD. allele
frequency 00003633). The patient presented a heterozygous
complete deletion _of the CLCNKB gene:  (hg19)
NC_00001.10(NM_000085.5):g.7_16370987)_(16383412_7)del.
“This copy number variant has been reported in homozygous and
compound heterozygous state in Bartter syndrome patlents.

Conclusion: This patient was refered with clinical diagnosis of
Gitelman syndrome but the CES-based genetic study stablished
the diagnosis of Bartter syndrome. To our knowledge, this Is the.
first_patient described in the literature. with this tWo variants.
Gitelman syndrome and Bartter syndrome are two highly
overlapping renal conditions. In this case, the genetic study
allows a better diagnosis and follow up of patients;

Conflit of Interest: None declared.
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at the 33rd week of gestation during ultrasound screening of the
fetws. The boy was born at 37-38 weeks of pregnancy. Birth
weight 1700 g (:3DS), body length 41 cm (3D5), head
circumference 29 cm (-1DS). At the age of 1 year 3 months,
there was a delay in physical development, a deficiency in body
weight of the Il degree. A diagnosis of RSS has been proposed.
However, when studying the IGF2 gene by realtime PCR and the.
study of the 73334 locus by microsatellite analysi did not
eveal any pathology. Karyotype 46XY.

We proposed to conduct an additional examination using the.
MS-MLPA method to determine the methylation status and the
presence of microdeletions/microduplications in the NSD1, H1S,
CDKNIC, KCNQIOTI (11p15) genes. Hypomethylation of the
HI9DMR/CT domain was found. The use of MS-MLPA made it
possible to veriy the diagnosis in a 6-year-old boy: Q7.1. Russell-
Siver syndrome, abnormal methylation of the 19 gene.
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Abnomalties of sexal development are caused by genetic
defects, ranging from chromosomal aberrations to single nucleo-
tide changes. They may be imited to the genitourinary system or
can be associated with impaitment of different organs.

Here we present a rare case of sexual development anomaly
determined by a pathogenic variant in PPPIR124. The boy, aged 3
years 6 months, was referred to our linic for genetic consulation
and molecular diagnosis.

He is the fist child of a nonconsanguineous couple, born at
term, after a pregnancy complicated with polyhydramnios in the
third trimester. Duodenal atresia, prenatally_suspicioned, was.
confirmed at birth, when bilateral cryptorchidism was noted, as
well.Later, an intraabdominal testis, 2 rudimentary fallopian tube
and uterus were detected. The child has a mild facial dysmorph-
ism and low levels of estrogen, testosterone, AMH and DHEA.
Claccienl karuntune. SND artaw andd WES wora rsmal sutont for 2
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