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« Classical homocystinuria (HCU) is a slowly progressive
genetic disease due to mutations in the cystathionine
beta-synthase (CBS) gene, which leads to elevated
homocysteine in the body?

« This is a prospective, observational, longitudinal, multicenter, multinational, natural history study of HCU
— Target enrollment for this study is 150 participants at 8 sites across the US, UK, and Ireland

— Enrolled patients will have clinically documented diagnosed HCU based on the presence of elevated levels of
total homocysteine and either enzymatic or genetic confirmation of HCU

« Study population was
primarily Caucasian and
from study sites within
US, UK, and Ireland only

 There was heterogeneity
in HCU treatment across
patients, and in both the
level and duration of
treatment that patients
received

 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!

« Cognitive function is evaluated with the Cognition Battery and Early Cognition Battery subsets of the NIH Toolbox
(hereinafter referred to as NIHTB-CB), a multi-dimensional assessment tool used to measure cognitive
functioning of patients at every visit over the course of the study (validated for the age groups included in this
study) (Figure 1)

— These assessments are performed on a tablet every 6 months over a period of 78-months (6.5-years) in
person by qualified research staff

* Neuropsychiatric abnormalities are common in HCU;
however, the presentation is variable2
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- To understand if the impact of HCU on cognitive function

is global or if there is a differential impact on individual needed given the slow
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