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To the Editor: A 33-wk female child was born to 38-y-old 3rd
gravida mother with 2 previous first trimester abortions.
Emergency C-section was done for reversed end diastolic
flow. The baby weighed 900 g (—2.95 z score on Fenton-
2013 chart), length was 39 cm (—1.62 z score), and head cir-
cumference was 28 c¢cm (—1.48 z score). Features of
dysmorphism were noted in the form of broad nasal bridge,
smooth philtrum, cleft palate, inverted nipples, dysplastic nails
with distal phalanx hypoplasia of 5th finger.

Baby had hyperglycemic records from day 3 of life
requiring insulin infusion on multiple occasions, diuresis,
glycosuria, ketonuria, and poor weight gain. Because of
persistent hyperglycemia and dysmorphism, syndromic
permanent neonatal diabetes mellitus (NDM) was consid-
ered. A trial of oral glibenclamide was given on day 25 of
life in an attempt to wean from insulin infusions.
Transient response was noted and later, intravenous insu-
lin was reinitiated. Exome sequencing revealed presence
of heterozygous ABCC8 mutation (c.379A>C), a cause of
nonsyndromic NDM [1]. There was also heterozygous
TRRAP mutation (¢.3124G>A), an autosomal dominant
disorder with various dysmorphic features [2].

The index case represents an uncommon genotype of
syndromic NDM, wherein ABCCS8 mutation resulted in the
sulfonylurea responsiveness and 7TRRAP mutation resulted in
dysmorphism. The ABCC8 mutation, which results in dys-
function of SURI regulatory subunit of K-ATP channel, can
result from autosomal dominant, recessive or compound het-
erozygous mutations. Sulfonylurea treatment usually results
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in good glycemic control in heterozygous ABCC8 mutations
[3]. However, transient response, as noted in the index case,
was seen in about 15% cases. TRRAP is a scaffolding protein,
which recruits histone acetyltransferases to chromatin.
Although TRRAP mutations cause multisystem
malformations and dysmorphism, the phenotype seen in the
index case has not been previously reported [2]. It is an evolv-
ing syndrome with variable phenotypic characteristics, and
these abnormalities could have resulted from TRRAP
mutations.
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