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Introduction

Complete ALS deficiency (ALS-D), caused by inactivating mutations in | 14 characterize the molecular defect in a family where the index case and his

both I6FALS gene alleles, presents severe IGF-I and IGFBP-3 | |fqipepn presented short stature associated with IGF-I and IGFBP-3 deficiencies.
deficiencies associated with moderate growth retardation.

Case report Biochemical evaluation

2.4 year old male boy with short stature Clinical examination and routine laboratory analysis ruled out non endocrinological causes of short stature.
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In sifico analysis In vitro characterization of ALS variants
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Summary Conclusions

Four different IG6FALS variants were identified in a non consanguineous family.

v'p.S490W is novel, while p.L409F, p.A475V and p.E35Gfs*17 have been previously
reported in ALS-D patients.

v'The index case and his father were both compound heterozygous, sharing the

v'Functional evaluation of these variants by in vitro cell culture
expression demonstrates that p.E356fs*17 and p.L409F are loss-of -
function mutations.

v The finding of I6FALS gene variants in non consanguineous families
suggests that these genetic variants are present in the population
and are not under a strong negative selection pressure.

v'This is the first report showing fertility is preserved in an adult
ALS-D patient.

p.S490W variant.

v'In vitro expression of these variants in CHO cells showed that p.L409F and
p.E356fs*17 mutants result in affected protein synthesis and/or stability, while
p.A475V is normally synthesized and secreted.

v'Even if 4 out of 5 bioinformatic tools predict the p.S490W variant as damaging, it
remains to be expressed /n vitro in order to demonstrate its pathogenicity.




