Profiling lipid metabolism alterations in genetic FTD within the GENFI cohort
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Background

"UK Dementia Research Institute at UCL, UCL Queen Square Institute of Neurology, London, UK; 2Dementia
Research Centre, UCL Queen Square Institute of Neurology, University College London,UK; 3-2°Pls of GENFI
(see GENFI website www.genfi.org for more details on affiliations)
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Although frontotemporal dementia (FTD) is a heterogeneous disease, y
lysosomal dysfunction and inflammation appear to be affected across all y y
forms causing alterations on lipid metabolism. With the lack of fluid controls % 9% g 7% 1% | 40% 0%
biomarkers specific for FTD we explored alterations in lipid metabolism in =204
serum samples from the GENFI cohort.

age = 43.0(10.7) age = 46.7(11.5) age = 38.5(10.0)
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A total of 522 serum samples from GENFI were analysed using the nl% i o
Nightingale Blood Biomarker Analysis Service (Nightingale Health Ltd.). In age = 40.09(13.32)
this cross-sectional study we included 113 symptomatic FTD mutation T A3% TR e SR
carriers, 205 presymptomatic mutation carriers and 204 non-carrier family
members (Figure 1). In total, 220 metabolites were analysed using a NMR

age = 64.2(8.3) age = 65.6(7.9) age = 59.9(9.9)

based metabolomics technology. Bootstrapped regression analysis was
performed to compare groups adjusting for age and sex.

Figure 1. Participant demographics. Age indicated as mean(sd).
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Conclusion

The present study shows alterations in the metabolome in the genetic forms of FTD, specifically in the symptomatic groups when compared to controls. In the case
of MAPT mutation carriers, the changes in metabolites start already at the presymptomatic stage. These results indicate the complexity in metabolic changes
associated with each genetic group. Further cluster analyses may identify patterns of alterations that could suggest specific underlying disease mechanisms.
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