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Familial hypercholesterolemia (FH) is a condition characterized by increased LDL FLOW CYTOMETRY ASSAYS
cholesterol levels with APOB variants accounting for about 5-10% of FH cases. However, / Flow cytometry assays were performed to assess LDL binding and uptake
variants in this gene may be more common than initially estimated since the entire APOB
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Flow Cytometry

Figure 1. Results of flow cytometry assays for the eight variants analysed. (A)
LDL binding efficiency after 3h incubation at 4°C in CHO-IdIA7 cells with FITC-
LDL from each the index case. (B) LDL internalization efficiency after 3h
incubation at 37°C in CHO-IdIA7 cells with FITC-LDL from each index case.
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reSUItS SuggeSt that thIS variant Figure 2. Results of ELISA assays for p.(GIn4316*) variant. Affinity curves
impairs the norma| fu nCtiOn Of apoB representing the binding affinity of APOB variant for the LDLR determined by

solid-phase immunoassay at pH 7,4. Data represents the mean of three
(F| gure 2) independent experiments. *p<0,01 compared to wt.

APOB FUNCTIONAL STUDIES OVERVIEW

v PubMed repository was consulted to collect publications regarding functional
characterization of APOB variants.

v The characterization of the remaining variants by ELISA is ongoing.

v There are 22 APOB variants functional characterized in the literature, six of which Here we report the functional study of 8 APOB variants. Seven missenses do not alter
characterized by our group (variants in bold below). apoB function but
v 13 variants affect binding of the apoB to the LDL receptor and nine variants do not
affect apoB binding. . Functional studies play a critical role in assessing the
Defective Function pathogenicity of genetic variants and are among the key criteria for variant classification.
This Is particularly important for APOB variants because of their low penetrance and
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