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Material and Methods
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NGS sequencing data analysis

TSD variant B1 patient
fibroblast cell lines
(149 and L50)
(obtained from a cell bank)
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Discussion and Conclusion
> Analyzing the NGS data we identified some variants of interest.
> Particularly relevant in further work with these cell lines may be the alterations in genes involved in other neurodegenerative

diseases (such as PARK7, PRKN, LRRK2 or MANBA genes) and in genes coding proteins that involved in transport of molecules
across cell membranes or organelle maintenance (such as LRP2, LRRK2, ABCAL, PEX1and genes).

In the process of creating
disease-specific cell models

NGS data NGS analysis
Differences in neuronal cell lines from these TSD variant

Carry out a broad genetic characterization of the different
cell lines at all manipulation steps: from hiPSCs to NPCs

Differences among patient
fibroblasts B1 patients?
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> Tay Sachs disease (TSD) variant B1 is a neurodegenerative lysosomal storage disease which, although rare, is the most frequent form
of TSD in Northwestern Iberia;

» The mutation p.R178H (c.533G>A; rs28941770) associated with the TSD variant B1 leads to a mutant HexA protein with altered
) from patient cells are used as disease models preserving the
patient's genetic background and being capable to undergo differentiation in almost all cell types (1);

In the case of TSD variant B1 it is important to differentiate hiPSCs into neuronal precursor cells (NPCs) in order to contribute to the
study of neuronal involvement in this rare disease;

Next Generation Sequencing (NGS) can be used as a genomics checkpoint, in order to ensure the identity of the manipulated cells
and establish their genetic profile.

> The present work focus on the NGS characterization of lysosomal-related genes in two skin fibroblast cell lines from TSD variant B1
patients with the mutation p.R178H prior to the manipulations to generate hiPSCs and NPCs. Registering the gene variants at “time
zero” will allow the eventual detection of future alterations.
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