HYPK in Humans:
The First Characterization of a New Neurodevelopmental Syndrome
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Objective: We report the first known case of a de novo HYPK variant (R70l) presenting with developmental delay, autism, and facial dysmorphia.

Results
e This proband exhibited developmental delay, features of autism spectrum disorder, and
distinct facial dysmorphia (Figure 2) with a broad nasal bridge, flattened philtrum, button

Introduction and Background
e HYPK (Huntingtin-Interacting Protein K) is a modulator of the
NatA complex, which is involved in N-terminal protein acetylation

(Figure 1) nasal tip, down-slanting eyebrows, and prognathism
m NATA complex = NAA10, NAA15, and HYPK (among other e Biochemical data revealed that the pathogenic HYPK R70l mutation resulted in more
proteins) stable interaction of HYPK with NatA, and thus enhanced enzymatic inhibition compared

m Variants in NAA10 (Ogden Syndrome) and NAA15
(NAA15-related neurodevelopmental syndrome) are known

to wild type HYPK
e This is the first phenotypic characterization of a pathogenic HYPK mutation in the

to cause global developmental delay, cardiac dysfunction, literature
hypotonia, and more
e Variants in HYPK have not been phenotypically characterized
prior to this report Conclusions
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