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Sample size

Data exclusions

Replication

Randomization

Blinding
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Note that full information on the approval of the study protocol must also be provided in the manuscript.
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Population characteristics

Recruitment

Sample size was determined by power analysis of data from our prior publication (Krivinko et al. 2018). Power was a function of sample size
and pi, where pi is the proportion of altered protein ratios between AD-P and AD+P. Assumptions for the power analysis were that the
average ratio for the pi proteins would be = 1.17 (and for the 1-pi proteins would = 1.0), SD (on log2 protein level) = 1.0 , and one-sided
alpha=0.05. Based on these criteria, we projected a sample size between 90-120 AD subjects would yield power of 0.75-0.84

One subject who was included in sample preparation and LC-MS assay was discovered, prior to statistical analysis, to have not met inclusion
criteria (did not meet neuropath criteria for AD). Because this sample was in the LC-MS assay, it was used in the data normalization, but
excluded from all subsequent analyses.

We conducted a split sample analysis, confirming our primary finding of down-regulation of PSD protein levels in AD+P persisted when
examining both the subset of 51 individuals who were included in our prior report of reduced levels of a targeted panel of 190 synaptic
proteins (Krivinko et al. 2018), or the remaining 55 AD subjects who were newly evaluated (both p<1.5E-286, not shown in manuscript).

Prior to biochemical fractionation, subjects were stratified into blocks of 10-11 subjects, each block was balanced for diagnosis and sex. A
post-hoc check also ensured that the distributions of PMI, age, age of AD onset, Braak stage and APOE*!4 carrier status did not differ among
all 12 blocks. The order in which subject blocks were processed was randomized between successive stages of processing, i.e. between
measurement of protein concentration, trypsin digestion, labeling with TMTPro channels 1-11, fractionation, and MS injection.

All subject samples were identified by a code number, and staff were blind to diagnosis group, at all stages of sample preparation, data
generation, and data extraction.

Twelve 3mo old C57Bl/6J WT mice (6 males and 6 females)
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The characteristics of the 106 AD and 19 cognitively normal elderly control subjects are presented in detail in Table 4 of the
manuscript.

All subjects were participants in either the Clinical Core of the University of Pittsburgh Alzheimer Disease Research Center or
the Religious Orders Study based out of the Rush University Alzheimer Disease Research Center. These sources are non-
representative of the racial/ethnic diversity of the general population, and on average are more highly educated than the




