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C. Gund MS, CGC'!, W. Alcaraz, PhD', S. A. Sajan, PhD' Z. Powis, MS, CGC'!, A. Vashist, MD?, P. Suwannarat, MD?
IDivision of Clinical Genomics, Ambry Genetics, Aliso Viejo, CA

’Mid-Atlantic Permanente Medical Group, Rockville, MD

BACKGROUND CASE REPORT METHODS

In the last three years, three individuals Herein we report an additional case of an affected individual who was found to = Patients/study  population:  Genomic
from two families have been reported have a homozygous alteration in DEAF] deoxyribonucleic acid (gDNA) was isolated

with a homozygous DEAFT mutation The proband is a 4 month old Afghani girl with developmental delay, delayed from whole blood from probands and relatives
(c.676C>T) who all shared a phenotype P 5 5 P Y y referred to Ambry Genetics (Aliso Viejo, CA)

visual maturation, strabismus, hydronephrosis, vesicoureteral reflux, an . . .
characterized by microcephaly, brain 4 P for diagnostic exome sequencing (DES).

2bnormalities, and intellectual disability. abnormal brain .I\/\RI, a.normal chrqmosomal microarray, and dys.morphic. informed consent was obtained from all
The Sffectad dividuals N features. There is possible regression as she was able to bear weight previously family members involved in the testing
demonstrated a variety of other features and can no longer do it. She has mild truncal hypotonia with possible increased process |

including hypotonia, feeding difficulties, tone in lower extremities. Whole ~exome sequencing and  data
and behavioral abnormalities. Dysmorphic features observed include low posterior hairline, mild synophrys, analysis: Samples were prepared using the
Additionally, an intronic mutation causing thick, bushy eyebrows, long eyelashes, downslanting palpebral fissures, low set L?]Iicﬁgjn eié?nn;e l'?be;er?ergh V\E):rze' S\e/;'l?e'nzzcj
exon skipping and which generated a ears, that are slightly posteriorly rotated with prominent antihelix and Darwinian using paired-end, 100-cycle chemistry on the
premature stop codon in DEAFT was tubercle on the right, micrognathia, depressed nasal bridge, broad nasal tip, llumina HiSeq 2500 (lllumina, San Diego,
reported to cause disease in three bilateral inverted nipples, and Overlapping toes. CA). Data analysis were performed as
siblings The family history is significant for multiple, complex consanguinity and an older previously described in Farwell et al. (2014).

All three were affected by intellectual brother who died at 6 months, had breathing issues, and had an abnormal CT of Targeted Sanger sequencing was performed

disability, autism, dyskinesia, abnormal the brain. The proband’s parents are first cousins once removed. to confirm the alterations and determine co-
cranial MRI and epilepsy. segregation in this family..

RESULTS Table 1. Variant Filtering Table

The proband was found to have a homozygous
nonsense alteration in DEAFTc.576C>A (p.Y192%)

Co-segregation analysis using Sanger sequencing
revealed that the proband inherited one alteration from

each of her heterozygous parents.
p.Y192* (p.Tyr192*)

Medical Review

Inheritance Alteration

Model Filtering Review Clinical Association Review Candidates

1 2
Total Total Characterized | Clinically novel Total Total

is likely to undergo nonsense mediated decay
before any protein can be formed. X-Linked Dominant 0 (0) o [0) 0(0) 0 (0) 0 (0) 0 {0)
Previously reported DEAFT alterations in HGMD Y-Linked 0 (0) _ 0(0) _ 0(0) | 0(0) _ 0 (0) 0 (0)
nave been either missense (5 of 7) or splicing Reduced Penetrance 23 (27) _ 71(7) _ 1(1) _ 0 (0) _ 1(1) 1 (1)
(2 of 7). All Models 39 (47) _ 15 (16) _ 1(1) _ 5(5) _ & (6) 1 (1)
The DEAFT c.576C>A alteration has not been
observed in the 1000 Genomes Project, NHLBI
Exome Sequencing Project (ESP), and the Exome Numbers are formatted as: # of unique genes (# of unique alterations)

Aggregation Consortium (ExAC) databases. This 1. Genes classified as characterized have been associated with disease in either the HGMD, OMIM-Morbid, or

alteration is currently not listed in the Database of Ambry internal databases
Single Nucleotide Polymorphisms (dbSNP) either. 2. Genes classified as clinically novel have not been associated with disease in the HGMD, OMIM-Morbid, or Ambry

internal databases

. Thg alteration would .producg a truncate.d mRNA PR T ——— L (1) 00} 0 (0) 2 (0) 2 (0)
which does not contain the final 373 amino acids v — : -4 T . = .
of the protein. However, this truncated transcript bl 19 (24) ud2) (1) 5 5} 6 (6] L ()

X-Linked Recessive 0 [0) 0[0) 0 (0) 0 (0) 0(0)

Figure 1. Pedigree with co- Homozygous Variant in DEAFT Supports the TAKE-HOME POINTS

segregation data for p.Y192* Clinical Findings in This Patient The homozygous DEAFT alteration found in
this patient is likely responsible for at least

* The proband’s clinical overlap with previously reported DEAFT some of the patient’s clinical symptoms

patients includes developmental delay, relative microcephaly, Results in this patient potentially expand the
truncal hypotonia, and brain malformations including absence clinical spectrum to include a number of

of splenium, hypoplastic putamina and other basal ganglia dysmorphic features not previously reported
abnormalities, and wide and underdeveloped sylvian fissures. in individuals with DEAFT mutations

Consanguinity was frequently reported in previous patients This represents the first instance of a

with DEAFTabnormalities nonsense mutation reported to cause disease
Additionally, this patient is notable for having a number of in an individual with a DEAFT mutation,

dysmorphic features that were not reported in previously homozygous or heterozygous.
reported patients with homozygous DEAFT alterations
* |tis unknown whether this represents an expansion of

the phenotypic spectrum or if this is the result of REFERENCES
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