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O OO OO O O These regions are associated with genome evolution but also human disorders and the existence
of TPE has been evoked in many cases of patients with truncated chromosomesends that have been repaired by the
process of telomeric healing (I de novo addition oftelomeric repeats by telomerase at breaks devoid of exact
telomeric repeat sequencematch(] , telomeric capture [ resulting from a break-induced replication event between
atruncated chromosome and the distal arm of another chromosome( , or formation of ringchromosomes.
However, the molecular pathogeneses associated with these rearrangementshave never been
investigated.Subtelomeric imbalances that include deletions, duplications, unbalanced translocations,and complex
rearrangements [202] are terminal as well as interstitial and extremely variablein size [203].Fifty percent of them are
inherited. Telomeric polymorphisms are found in at least 1% of the population. Some telomeric polymorphisms
and transmitted subtelomericimbalances are benign and not associated with any phenotypical manifestation
[204,205].These latter have been detected at 24 of the 41 telomeres [206]. Several mechanisms mayexplain the
absence of the abnormal phenotype in carders of the subtelomeric imbalances:variable expressivity, unmasking of a
recessive allele, somatic mosaicism in the normalparent, and/or epigenetic modifications.
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