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Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size
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A power calculation was performed to arrive at a total sample size of at least 250 (MCI and AD dementia together) to have a power of 0.95 to
detect an effect size of 0.15 for fixed factors (sex, APOE4 status) and covariates (age, baseline cognitive function, two inflammatory protein
levels, two core AD biomarker levels) in LMM of longitudinal cognitive decline with p=0.05 if the repeated measure correlation is 0.3, and has
power of 0.83 to detect an effect size of 0.15 with p=0.02 if the repeated measure correlation is 0.2.

No data exclusion.

Replication of PCA was successfully performed in two independent cohorts (B & C). Replication of core AD and sTNFR1 scores as prognostic
markers was successful in an independent Atlanta cohort.

Participants from ADNI were allocated into experimental groups based on length of longitudinal follow-up, availability of samples, and prior
measures of CSF complement-related proteins. Co-variates including age, sex, and APOE genotype were controlled in linear mixed modeling.
Samples were randomized during CSF inflammatory measurements.

For CSF collection (through lumbar puncture), investigators were not blinded to the diagnosis. For ADNI CSF samples, all samples were
blinded to identity during analysis, and investigators were only unblinded after measurements were uploaded to ADNI. For the Atlanta
cohorts, CSF samples were deidentified and the samples were randomized across the plates according to diagnosis to avoid batch-related
biases. Plate-loading was then performed with only CSF ID available but blinded to diagnosis and other potentially identifying information.
CSF assays were then performed with only well location available but blinded to ID and the diagnosis until completion.




