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Limited genome-wide genetic correlation between PTSD and LOAD, even after removing major-effect loci
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Genetic and
neurobiological factors changes
may 1nfluence the development
of Posttraumatic Stress Disorder
(PTSD) and Late-Onset
Alzheimer’s Disease (LOAD)'.
Large-effect loci, particularly
those involving
the APOE and APP genes, may
disproportionately influence
estimates of genetic overlap
between disorders. We
hypothesized that excluding
chromosomes 19 and 21 may
help 1n a better understanding of
whether the genetic relationship
between PTSD and LOAD is
supported by broad and shared
biological mechanisms or
depends predominantly on large-
effect loci?. This study aims to
evaluate a shared genetic
conditioning between PTSD and
LOAD under different analytic

scenarios to assess potential
masking effects related
to APOE and APP.

We used publicly
availablegenome-wide
associlation studies (GWAS)
summary statistics for PTSD
and LOAD?3* MiXeR was
used to analyze the shared
genetic between these
conditions. Mi1XeR analyses
were used 1n three separate
scenarios: (1)  1including
chromosome 19 (containing
the APOE region) and 21
(containing the APP region),
(2) excluding chromosome 19
to evaluate potential masking
effects due to APOE and (3)
excluding chromosome 21 to
evaluate potential masking
effects attributable to APP.
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These findings suggest
limited genome-wide genetic
correlation between PTSD

and LOAD, even after
removing major-effect loci,
supporting the hypothesis
that any shared genetic
architecture 1s modest and
distributed across the
Genome.
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