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Absence of AGG interruptions is a risk factor for
a full mutation expansion among
ethnically diversed FMR1 premutation carriers
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* Genetic counseling given to FMR1 Unstable transmissions and full mutation expansions sorted by repeat size
bremutation carriers is currently based and numEiLiTAGGs based on the combined Israeli and international data.
solely upon the number of CGG repeats. e o GO | wunsmions | ommmions | % | mtatons | 5
However, recent studies revealed that e R
AGG interruptions may decrease the risk
of intergenerational expansion. 1 G I

e All FMR1 premutation carriers who 1
underwent chorionic villus sampling (CVS) — T T
or amniocentesis (AC) at Sheba Medical o
Center and the New York State Institute for [ Al I

Basic Research in Developmental
Disabilities (IBR) during the period of :
2011-2017 were included in this study. i I : o

FMR1 PCR and Asuragen Kit were used to e ——

determine the # of CGG repeats and AGG = o] T

interruptions in all women and fetuses. S L L L2 L
e A combined data of 1471 transmissions of Risk for a FM Expansion

maternal premutation alleles: according to # of AGG’s

25.1% (369) stable; 74.9% (1,102) unstable; 0 .

20.6% (303) Full mutation expansions

Unstable transmissions: ° l l

97.4% (388/397) of alleles with no AGGs; ° of ACG mtermuntions

79.6% (513/644) of alleles with 1 AGG;

46.7% (201/430) of alleles > 2 AGGs. z "
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* Full mutation expansions:
40% (159/397) of alleles with no AGGs;

20.2% (130/644) of alleles with 1 AGG;
3.2% (14/430) in alleles 2 2 AGGs

* We recommend that the risk estimates for et Repeat S
a full mutation expansion for
FMR1 premutation carriers will include
both CGG repeats and AGG interruptions.
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