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MCD are recognizable,
if you are familiar with them (requires training)

MCD malformations of cortical development



General diagnosic approach implies
genome-wide testing

Chromosomal
microarray

Open trio exome
/ genome

MCD gene panel

MCD
phenotype



Diagnostic work-up requires a feedback loop
between laboratory results and clinic

From Krier at al. 2016. PMID: 27757064

Phenotype
explained?



Patient 1. Neonatal seizures, lissencephaly;
diagnostic targeted test

• Normal chromosomal microarray

• Whole exome sequencing
– VOUS x2 – but BOTH were inherited from her father

• RELN: c.1386C>T (p.C462C) potential splice defect
• RELN: c.5200C>G (p.L1734V)

VOUS – variant of unknown significance

RELN deletion/duplication analysis: maternal deletion exon 4




















































