EXTENDING GABRB2 GENETICS BEYOND EUROPE: INSIGHTS FROM AFRICAN-ANCESTRY VCI GWAS
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<@’, GARB2 emerges as a promising ancestry-specific neurocognitive risk locus, highlighting the importance of post-GWAS functional annotation in African Populations

BACKGROUND RESULTS

* Genetic studies of neurocognitive and neuropsychiatric traits have been
dominated by European populations, limiting transferability to under- * Our findings highlight GABRB2 as a functionally relevant locus with population-specific genetic

represented ancestries. _ _ _ - _ architecture, supported by predicted deleteriousness despite limited eQTL evidence in GTEX.
GABRB2,has been implicated in neuronal signalling & cognitive function, yet
the functional relevance of locus-specific variants across populations

remains poorly understood.

METHODOLOGY
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Figure 1: Manhattan plot showing the African VCI GWAS
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Y African data 5160647519 1 61E+08 8.928 7 68E-07

(3.748-21.267)

Functional Annotation 4;
gy Europeandata | 0647519 1.61E+08 1.092
FUMA SNP2GENE f’% (VaD) ' ' (0.980-1.216)

European data
ﬁg 5:160647519 1.61E+08 AIDE

Functional Evaluation A g (Allcause (0.959 -1.055)

L dementia)
CADD deleteriousness S
GTEx v8 eQTL mapping ~ -

Table 1: Directionally consistent effects of rs160647519 across African & European Dementia Analyses

CONCLUSION

 This work underscores the importance of ancestry-specific variant analyses and integrative post-GWAS annotation to elucidate neurobiological mechanisms that may be
missed in European-centric studies.

ACKNOWLEDGEMENT ALZHEIMER'S QY AssociATION-

* NIH 3U54HG007479, FLR\R1\191813, FCG\R1\201034

REFERENCES

1. Peterson R.E. ef al. (2019). Genome-wide association studies in ancestrally diverse populations: opportunities, methods, pitfalls, and recommendations. Cell.
179, 589-603

2. SakimotoY, et al.(2021). Significance of GABA, Receptor for Cognitive Function and Hippocampal Pathology. Int. J. Mol. Sci. 22(22), 12456
doi.org/10.3390/ijms222212456

A poster presented at the Alzheimer's Association International Conference London (July 12-15, 2026)


https://doi.org/10.3390/ijms222212456

	Slide 1

