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Introduction

Pathogenic variants in MED13L, which is among the most frequently

mutated neurodevelopmental morbid genes,® cause MEDI13L
syndrome (Asadollahi-Rauch syndrome), leading to intellectual
disability, speech impairment, hypotonia, distinctive facial gestalt
and variable other anomalies such as congenital heart defects and
epilepsy.”? The objective of the current study has been to assess the
spectrum of MED13L missense variants and linked phenotypes in
100k Genomes project data-
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Method and Results

Based on 100k Genomes Project GRCh38 Rare Disease Programme, we
looked at both truncating and missense variants affecting the MED13L
gene. Clinical phenotypes were manually reviewed using the Participant
Explorer, and variants were classified following ACMG guidelines. The
following filtering steps were carried out:
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Table 1: Overview of MED13L missense and intronic variants for seven patients left

after filtering and their classification
ND neurodevelopmental, PM2 Absent from controls, PM6 Assumed denovo,

PP3 Multiple lines of computational evidence. Duo: sequencing absent in mother or father

trio: both mother and father were sequenced

Conclusions

Through our investigation of 63,349 participants, six probands with clinically relevant MED13L variants were identified: three probands with
variants of uncertain significance (VUS) and three probands with likely pathogenic variants. Both VUS and likely pathogenic variants were
associated with consistent neurodevelopmental phenotypes. One individual carried an intronic variant with predicted spliceogenic potential

and a congenital heart defect, suggesting a regulatory impact and highlighting the possib
from comprehensive genomic analyses. Four probands also harboured additional

neurodevelopmental genes, indicating genetic heterogeneity.
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Figure 1: Flowchart for Filtering MED13L Variants: Number of variants and probands after

filtering

e genotype-phenotype correlations that can emerge
nathogenic or likely pathogenic variants in other

This study underscores the critical value of large-scale genomic projects, such as the IVA 100k Genomes Project CRCh38 Germline
Programme - Rare Disease Programme, in our understanding of the frequency of pathogenic variants and variants of uncertain significance
(VUS) in MED13L.? It emphasizes the importance of considering genetic heterogeneity, improving diversity in reference databases, and using

trio sequencing and functional studies to aid reclassification of VUS in MED13L-associated syndromes.
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