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UNIVERSITAT

TECHNISCHE MCD are recognizable,
DRESDEN If you are familiar with them (requires training)

MCD malformations of cortical development



TECHNISCHE General diagnosic approach implies

UNIVERSITAT . .
DRESDEN genome-wide testing

Chromosomal
microarray

a MCD gene panel

MCD Open trio exome
phenotype / genome
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TECHNISCHE Diagnostic work-up requires a feedback loop
DRESDEN between laboratory results and clinic

CLINIC

ﬁ = Medical history review
PATIENT = Family history evaluation LAB
= Physical exam
= Genetic counseling session Sequencing
Indications = |nsurance considerations
= Diagnostic
= Family history of possible
genetic disease*

= Screening for genetic
predisposition to disease or
pharmacogenomics*
*Not routine clipical practice
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Applications
= Modified treatment
= Personalized disease su Q — h iati
= Familial contextualization . V::;:r;gnz:;rzgpe assoclation

Phenotype

= Medical de 1 2 enotypic data

= Re-phenot exp I al ned . htion study results

= Familial segregation testing \ y
= |nput for decision support tools

From Krier at al. 2016. PMID: 27757064



ﬂﬁ?&“n'?ﬁ'ﬁ% Patient 1. Neonatal seizures, lissencephaly;
DRESDEN diagnostic targeted test

e Normal chromosomal microarray

e Whole exome sequencing

— VOUS x2 — but BOTH were inherited from her father
e RELN: ¢.1386C>T (p.C462C) potential splice defect
e RELN: ¢.5200C>G (p.L1734V)

RELN deletion/duplication analysis: maternal deletion exon 4

VOUS — variant of unknown significance














































































