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ePosters numerical and structural aberations increases with the degree of
the spermatogenic failure (35% in normozoospermia, 56% in
EPOT Reproductive Genetics asthenozoospermia, 9.8% in oligoasthenozoospermia, 9% in
severe male factor and 13.5% in azoospermia). We have found
EP01.001 Correlations between cytogenetic findings and significantly higher incidence of numerical chromosome aberra-
spermatogenic failure in Bulgarian infertile men tlons in severe male factor (7%) and azoospermia (9.39%. Olf-
goasthenozoospermia  was  assocated  with _ chromosomal
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of their potential functional impact and regulatory features, by
using Variant Effect Prediction, SNPinfo, SNPnexus, and HaploReg
tools, We selected variants with at least 3 scores predicting
deleteriousness (CADD, FunSeq2, DANN, ReMM, FATHMM,
GWAVA, and RegulomeBD) and analysed regulatory features, DNA
accessibility and histone modifications.

Results: Seven SNPs met our criteria, priority being given to the
three SNPs located in major regulatory regions; rs6951030 (STXIA;
promotor), 152327264 (SNAP25; enhancer) and rs1150 (VAMP2;
3JUTR). Interestingly, both variants in SNAP25 and VAMP2 genes
are in CTCF binding sites. We proceeded with functional validation
of the regulatory effect of selected SNPs through luciferase
reporter gene expression assays with migraineurs’ DNAS.

Condlusion: In silico analyses suggested possible alterations in
gene regulation of SNARE complex proteins implicated in exocy-
totic neurotransmitter release in migraine pathophysiology.

References: 1-Neurogenetics 2020,21:149-157. 2-BMC Medical
Genetics.201011(1):103. _ 3-Headache 2020,60(10)2152-2165. 4~
PLOS ONE.2013;8(9):¢74087. 5-Arch Neurol.2010,67(41422-427.
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prognosis of the child's lfe and for medical genetic counseling of
the family.
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EP10.036 The other side of ACOX1 variation and a case of
Mitchell syndrome

Daniela lancu', Gabriella Gazdagh', Giles Atton’, Jaspal Singh?,
Hannah Robinson®

"Southampton General Hospital, Wessex Clinical Genetics Servicce,
Southampton, United Kingdom; *Southampton General Hospital,
PaediatricNeurology, Southampton, United Kingdom; “Exeter
Molecular Genetics Laboratory, Exeter, United Kingdorn.

Background/Objectives: Homozygous loss-of-function variants in
ACOXT cause peroxisomal acyl-CoA oxidase deficiency. Here we
describe the case of a child with a recurrent heterozygous gain-of-
function variant, recently proven to cause Mitchell syndrome.

Methods: A 5-years old boy was admitted following an acutely
presenting and rapidly progressive ataxia. He was born to unre-
lated parents, after an uneventful pregnancy and had a normal
early development. Around the age of 2 he was diagnosed with
mild hearing loss which subsequently progressed to severe/pro-
found hearing loss around the age of 5 years of age. Clinical
‘examination on admission showed ataxia, lower limb spasti
slurred speech, and developmental regression. Ophthalmological
‘examination revealed comeal erosions, hypermetropia and astig-
matism. The MRI showed atypical changes of the dentate nucleus
and excluded a brain tumour. The metabolic investigations
showed slightly increased lactate level in blood and cerebrospinal
flid, and normal very long chain fatty acids.

Results: The array CGH and mitochondrial sequencing were
normal. With parents’ consent, we carried out rapid trio exome
sequencing which identified a de novo, heterozygous missense
variant in ACOXI. This variant had been reported in three other
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EP10.032 Candidate regulatory variants in SNARE complex
genes and their involvement in migraine susceptibility

Daniela Felicio'?, Sandra Martins"?, Mariana Santos™, Alexandra M,
Lopes'*, Carolina Lemos”**, Nddia Pinto"*, Miguel Alves-Ferreira**

'IPATIMUP - Institute of Molecular Pathology and Immunology of the
University of Porto, Porto, Portugal; %35 - Insttuto de Investigagdo e
Inovagdo em Satide, Porto, Portugal; *UniGENe - Unit for Genetic and
Epidemiological Research in Neurological Diseases, IBMC - Instituto
de Biologia Molecular e Celular, Universidade do Porto, Porto,
Portugal; “CGPP - Centre for Predictive and Preventive Genetics, [BMC
- Instituto de Biologia Molecular e Celular, Universidade do Porto,
Porto, Portugal: *ICBAS - Instituto Ciéncias Biomédicas Abel Salazar,
Universidade do Porto, Porto, Portugal: *CMUP - Centro de
Matemdtica da Universidade do Porto, Porto, Portugal.

Background/Objectives: Migraine is a disabling and multifactorial
neurological disease, remaining unexplained most of its herit-
ability and susceptibilty. Some migraine risk loci have been
shown to reside in non-coding regions, which may alter gene
expression and epigenetic regulation (1,2). Our aim was to select
the best SNP candidates to study cis-regulation of genes pre-
viously associated with migraine susceptibiity in the Portuguese
population: SYN1, SNAP25, VAMP2, STXBP1, STXBPS, SYN2,
UNC138, GABRA3, GABRQ, and STXIA (3.45).

Methods: From a set of 22 tagSNPs within the candidate
genes, we prioritized variants based on an integrative evaluation
of their potential functional impact and regulatory features, by
using Variant Effect Prediction, SNPinfo, SNPnexus, and HaploReg
tools, We selected variants with at least 3 scores predicting
deleteriousness (CADD, FunSeq2, DANN, ReMM, FATHMM,
GWAVA, and RegulomeBD) and analysed regulatory features, DNA
accessibility and histone modifications.

Results: Seven SNPs met our criteria, priority being given to the
three SNPs located in major regulatory regions; rs6951030 (STXIA;
promotor), 152327264 (SNAP25; enhancer) and rs1150 (VAMP2;
3JUTR). Interestingly, both variants in SNAP25 and VAMP2 genes
are in CTCF binding sites. We proceeded with functional validation
of the regulatory effect of selected SNPs through luciferase
reporter gene expression assays with migraineurs’ DNAS.
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Background/Objectives: Tuberous sclerosis refers to phakoma-
toses, determined by mutations in the TSC1 and TSC2 genes.
Mutations in the TSC1 gene are clinically manifested by a milder
course, with TSC2 mutations, the symptoms are more severe and
not amenable to therapy. Identification of the mutation in a
patient is important.

Methods: Targeted _high-throughput ~sequencing, Sanger
sequencing.

Results: The 4-year-old boy with symptomatic epilepsy, frequent
polymorphic seizures that first appeared at the 16th week of lfe.
The child from the second pregnancy proceeded against the
background of termination of pregnancy in the Ist trimester.
Objectively: the skin of the proband's buttocks and torso has mul-
tiple dense white matte and depigmented spots that were present
from birth. MRI of the brain: cortical and subcortical focal changes in
the brain is characteristic of Tuberous sclerosis. The family history of
mother and father is aggravated by oncopathology. High-
throughput targeted sequencing of clinically important genes has
been recommended. The proband was found to have a de novo
mutation of the TSC2 gene c.1869del(p.Asp624Thrfs*74). The diag-
nosis «Tuberous sclerosis» was confirmed. In addition, the patient
and his mother were found to be carriers of the pathological
mutation of the SGSH ¢220C>T(pArg74Cys) gene responsible for
the development of type lla mucopolysaccharidosis.

Conclusion: Using modern sequencing methods, a mutant
‘gene was identified in the patient. In the proband and his mother,
a pathological mutation of the SGSH gene was found in the het-
erozygous state. The information obtained is important for the
prognosis of the child's lfe and for medical genetic counseling of
the family.
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