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the likly pathogenic status for this variant.

Conclusion: Detected by WGS variant IQSECZ: C1118C>G
(pSer373Ter) can be associated with Xiinked intellectual devel-
opmental disorder (OMIM 309530) and can cause epileptic
encephalopathy in the described siblings
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Background: Bialelc veriants in TMEM94 wiere recently reported
to cause an autosomal recessive intellectualdevelopmental
disorder with cardiac defects and dysmorphic facies -IDDCDF-
(OMIMS18316). A the name implies, the main phenotype o this
disorder is charactrized by ntellectual disabily/developmental
delay, CHD, and dysmorphic features. I the inital ohort reported
in 2018, one of the subjects was reported to have bogay
subcutaneous lesions. I addition, an adult female patient had @
cutaneous lesion in the form of dermal type nevi. In this case
report, we describe a 20 year old male who_presented with
intelectual disabilty,Ventricular septa defec, refrctive erfor and
ypospadias, On exam, he has dysmorphic features with an
anteriorlow hailine, large nil long eyelashes,protrcing cars.In
addiion to the cincal findings described he has mulple keoids,
the largest being in the upper back. And the rest ar n the chest,
lower abdomen and left armWhole exome sequencing showed
homozygous splice ste variants in TMEMS4 (c2729-24> G).

Methods: case report

Conclusion: This case report shows that varants in TMENS4
could result in cutaneous manfestations and their presence could
elp in suspecting this fare syndrome and also in classiing
varants in TMENA.
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verted nares, short columella, and long philtrum. Here, we present
a case that contribute to an increasing understanding of MKHKZ.

Case presentations A 1-year-old female was first rferred to our
outpatient genetic department with global developmental delay.
At our observation, she showed facial dysmorphisms, syndactyly,
short stature and post-natal microcephaly. Microarray was normal.
A WES based gene panel identifid a missense variant in the
EP300 gene, NM_001429.4:c4783T>C p.(Phet595Leu) in exon 30.
The variant was ot previously described in literature, nor in
gnomAD population. It oceurs at a conserved position across.
species, at the same position as another pathogenic missense
change, and in slico analysis support a_ deleterious efect.
Segregation studies revealed a de novo origin, Reverse phenotyp-
ing highiighted that our patient did not have typical RSTS2
characterisics, but rather shared the clinical features of MKHK2.

Conclusions: This case contributes to the expansion of the
genotypic spectrum of MKHKZ. It also emphasizes the wide clinical
phenotype associated with EP300, and how reverse phenotyping
is an important tool in the interpretation of Next-Generation
Sequencing data.
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‘The relevance of studying X-linked forms of mental retardation is
due to their prevalence and the importance of medical genetic
counseling for such families. The most frequent disease of this
group is FraX syndrome. The diagnosis of fragile X syndrome is
based on clinial criteria and paracinical examination methods.
The technology of complex DNA diagnostics includes high
thioughput_parallel DNA' sequencing, muliplex ligated probe
amplification, and multiplex methyl-ensitive PCR. Here is our own
cinical observation of a 5-year-old boy suffering from epilepsy.
and mental retardation. The child was born at a gestational age of
38 weeks, weighing 3600 g, body length 53 cm. He held his head
from 7 months, sat from 1 year, walked from 1 year 6 months. At
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4 months strabismus appeared. At the age of 4, he suffered from
acute. glomerulonephits, epiiepsy attacks began. Phenotype:
‘macrocephaly, high forehead, protruding ears with soft cartlage,
inferor prognathia. Based on clinical data and the result of portrait
diagnosics using the Face2Gene computer program, a suspicion
of mental retardation linked o a fragle X chromosome was
established. Molecular genetic analysis (MLPA) revealed an alcle
of the FMRI gene containing a complete mutation (200 CGG
repeats), which made it possible to verlfy the diagnosis of Martin-
Bell syndrome. Thus, an integrated approach to the examination
of patients with epilepsy and menta retardation makes it possible:
to idenify the cause, which is important in the treatment and
socialization of the patient, as well as in the prevention of new
similar cases in the famil
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Introduction: Loss-of-function variants in PCDHIO cause an
early-onset. seizure, autism and_neurocognitivedisorder in
heterozygous females or in males with somatic mutations,
presumably by a cellular interference mechanism. However, the
phenotype associated with a gain of dosage have not been
described 5o far.

Results: One female patient with seizures, including focal,
generalized atonic and tonic-clonic seizures, with fever as the
triggering factor, cluster presentation and drug_resistance.
Comorbidites include global developmental delay with impaired
socilization (autistic traits), language delay, and diffcultes in
gross motor skils. Dysmorphic features are absent

Metabolic, MRI and exome sequencing showed no pathological
findings. In the array study (Affymetrix CytoScan 750K) a de novo
tiplication of 12.2 megabases of the chromosomal region Xq21.3-
22,1 was found (chrX89355579-101615553; Hg19). The trpli-
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Introduction: Intelectual_developmental disorder, autosomal
dominant 41 (MRDA1) is disorder with variable phenotype
including nonspecific dysmorphia, delayed psihomotor develop-
ment, intelectual isabilty with variable severiy, speech delay,
epileptic sezures and behavioral manifestations (atistc features).
€ ocaurs a5 a consequence of heterozygous mutaton in the
TBLIXR] gene on chromosome 3q26.

The aim: We report a patient with MKRDA in order (0 ncrease
the rate of identication of patiens with a are inheited discase
of actually unknown prevalence

Results: We present a child with clnical diagnosis of autism
spectrum disorder with nonspecific dysmorphia (low-set. ears,
prominent nasa bridge, protruding ear, long eyelashes), hyper-
activiy, short atention span, delayed speech and language
Gevelopment, atia septal defect. After aCGH result of normal
molecuar karyotype, we performed whole exome sequencing. A
"de novo" patogenic mutation C58G>T in TELIXR] gene was
detected, which s aknown causative to MRDA1. Mutation ¢ 58G>T
in TBLIXRAT has not yet been reported in ssociaton with human
discases in the biomedical lterature, however, based on the
evidence (PUS1, P2, PMG_SUP), th identifed variant i casified
a5 pathogenic. Detected mutation in TBLIXRI gene is responsible
for loss of functon and inabilty to synthesize the protein which
Plays an essential role in transcrpton activation mediated by
nudear receptors.

Conclusion: Taking into account the very rare occurence of
MDA with urknown prevalence, we hope tht the presentation
of the patient can contribte o the casier recognition of chidren
with MADA1 and inclusion of NGS analysis n diagnostic protocols
of chidren with autism spectrum disorder.
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