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INTRODUCTION RESULTS
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 Recognizing this mechanism reframes how we interpret mosaic structural variation in isodisomy for this region in the normal cells. Trio GS showed three different alleles (SNP
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 Mosaicism for a normal cell population and a pure terminal duplication is extremely rare. e (S on patients 1 and 2 detected the TTAGGG telomeric repeat at the junction, supporting
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ITS-driven instability causing the reversion to a normal chromosome.
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 We previously reported two siblings with features of Down syndrome and mosaicism for an
inherited chromosome 8 with additional chromosome 21 material attached to the end of 8q;
interstitial telomeric sequences (ITS) were present at the junction. The normal cells are

Q
9, \ attached to
AA 1 AAA i AA the end '-< (TTAGGG)n

g ¥ 2iom

proposed to arise through a reversion of the abnormal chromosome 8 due to ITS instability." B E T N S ————— : .
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* Three unrelated pediatric patients with mosaicism for a terminal duplication due to - R . S _
unbalanced translocation were revealed by chromosomal microarray analysis (CMA) and — Patient 3:
cytogenetics studies at Baylor Genetics. The DNA samples were de-identified for breakpoint T T w—— — B
and mechanistic studies. Parental studies were performed for patient 3. el T I e
« SNP array: Infinium CoreExome-24 (Illumina, inc.) — ~268k exonic and ~152k intronic markers D e
« Genome sequencing (GS): Ultima sequencer; analyzed with VizCNV2 and Integrative | & I e
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A * Our results indicate that revertant mosaicism via postzygotic rescue is
the main mechanism for mosaic terminal duplications.
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Patient 1: Model of revertant mosaicism due to ITS instability
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