a Q-Q plot of discovery cross-region EWAS MSA mixed vs CTRL adjusting for covariates (Sex+Age+PMD+Batch) b Q-Q plot of discovery cross-region EWAS MSA mixed vs CTRL adjusting for covariates (full model)
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c Q-Q plot of meta-analysis EWAS MSA mixed vs CTRL adjusting for covariates (Sex+Age+PMD+Batch) d Q-Q plot of meta-analysis EWAS MSA mixed vs CTRL adjusting for covariates (full model)
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Supplementary figure 1. Quantile-quantile plots (Q-Q plots) showing the epigenome-wide p-values deviation from the expected
null distribution, and the genomic inflation factor lambda (A). a-b) show the results for the discovery cohort using a partial model
(adjusting for sex, age, post-mortem delay (PMD), and batch effect) and the improvement when using the full model (adjusting
for sex, age, PMD, batch, neuronal proportions and surrogate variables), respectively. c-d) show the results for the meta-
analysis (all MSA mixed vs all controls) using the same partial model and the improvement when using the same full model,
respectively. Note: a similar decrease (~0.6) in A was observed in both discovery and meta-analysis when using the full model.



