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¢ Introduction e

Natural occurring genomic variant, from single nucleotide to balanced, unbalanced and complex rearrangements, spanning large
chromosomal regions, has been reported to cause human pathologies. As such, we present cases wilith neurodevelopmental disorder,
infertility, and recurrent miscarriage, which reflect the complexity of the 1dentification of pathogenic wvariants, considering
the variation spectrum, the underlying pathogenic mechanisms, and the heterogeneous clinical presentations.
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we classified the CHD4 mutation as disease-causing[2].

® Conclusion e

These cases highlight 1ntricacy of pathogenic mechanisms leading to human disorders, the necessity for 1identification and
evaluation of the “full” spectrum of genomic and genetic variants, of comparative reverse phenotyping, 1including patients with
pathogenic varilants affecting the same genes. Finally, highlight the need of 1ntroducing a more precise genomlic medicine 1n
clinical practice.
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