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Shaheen et al., previously suggested that a single founder splicing variant in human CTU2 causes a
novel multiple congenital anomalies syndrome consisting of dysmorphic facies, renal agenesis,
ambiguous genitalia, microcephaly, polydactyly, and lissencephaly (DREAM-PL). In this work, we
describe five new patients with DREAM-PL phenotype and whose molecular analysis expands the
allelic heterogeneity of the syndrome to five different alleles; four of which predict protein truncation.
Functional characterization using patient-derived cells for each of these alleles, as well as the original
founder allele; revealed a specific impairment of wobble uridine thiolation in all known thiol-containing
tRNAs. Our data establish a recognizable CTU2-linked autosomal recessive syndrome in humans
characterized by defective thiolation of the wobble uridine. The potential deleterious consequences
for the translational efficiency and fidelity during development as a mechanism for pathogenicity
represent an attractive target of future investigations 1).
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