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« Classical homocystinuria (HCU) is a slowly progressive rare autosomal recessive disorder - This natural history study is a prospective, longitudinal, - tHcy levels were not available at the time

caused by mutations in the cystathionine B-synthase (CBS) gene, which leads to elevated
homocysteine in the body!

multicenter, multinational assessment of disease severity in
patients with HCU aged 5-65 conducted at 8 sites across
the US, UK, and Ireland

- Each enrolled patient is being followed every 6 months over
a period of 78-months (6.5-year) with a total of 14 visits

of diagnosis and pre-treatment and were
measured on their first study or ‘baseline’
visit, thus most patients may have been
already on an established SoC treatment
(protein-restricted diet, B-vitamins,
supplements, betaine), which could lead
to lower tHcy levels

« HCU is characterized by developmental delay/intellectual disability, ectopia lentis and/or
severe myopia, skeletal abnormalities (excessive height and length of the limbs), and
thromboembolism!

* Most common pathogenic variants representing half of all HCU alleles reported worldwide
are p.Ille278Thr, p.Gly307Ser, p.Thr191Met, and p.Trp323Ter2

- Enrolled patients will have clinically documented diagnosed
HCU based on the presence of elevated levels of total

homocysteine and either enzymatic or genetic confirmation * Dietary compliance and use of

concomitant medications such as betaine

METHODS

— p.Ile278Thr is an established B6-responsive allele

LIMITATIONS

of HCU : : . :
« Relationship between genotype and tHcy levels is not well-understood : . YRS (olE CORElE Il (L dnlls = ialyEls clie
« Non-parametric Wilcoxon rank sum exact tests were used to need further study
Objective identify significant differences in tHcy levels between groups . There were no study sites outside of US,
. To describe the initial results of a genetic analysis in a cohort of HCU patients and the - Statistical analyses and plots were done in R software UK, and Ireland
association of pathogenic CBS gene variants with tHcy levels environment v4.2.0

INTRODUCTION

- Limited sample size for a genetic
association study
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