R47H TREM2 variant among Serbian Alzheimer’s disease patients
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Introduction: Alzheimer’s disease (AD) is genetically heterogeneous neurodegenerative
disorder characterized by the development of dementia. Genome-wide association
studies have identified several rare, heterozygous variants of TREM2 that increase the risk
of AD, including R47H TREM2.

Objective: To determine the frequency of the R47H variant of the TREM2 gene in clinically
determined AD patients, and to asses cognitive status at the disease onset and its
relationship with educational level.

Methods: This study included 168 consecutive AD patients clinically assessed, by
neurologists’ specialists in degenerative dementias. MMSET and Goldman score (GS) were
included. Genotyping rs75932628 was conducted using Real-time PCR and TagMan® SNP
assay following manufacturer instructions.

Results: The frequency of C allele was 98.8%, and T allele was present in 1.2% of
heterozygous patients. GSs of 1, 2, 3, 3.5, and 4 were present in 4.2%, 1.8%, 8.3%, 22.6%,
and 63.1%, respectively. No significant differences were observed in MMSET scores across
different R47H variants (p=0.3786). Higher MMSET scores correlated with higher
educational levels (r=0.3144; p=0.00003; r2=0.0988).

Discussion: Future in vivo models of AD and in patients are needed to elucidate the
precise mechanisms linking TREM2 variants to AD.

Conclusion: RH47 TREM2 is a rare risk variant in Serbian AD population.



