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Supplementary Materials
Supplementary Figure S1. Structure of isotopic N,N-dimethyl leucine (iDiLeu) tags. 
Supplementary Figure S2. Boxplots of log2 fold change of 5-plex iDiLeu labeled peptide standards at ratio of 1:1:1:1:1. The median ratio from precursor quantification was 0.89:1.08:0.87:0.85:1.00. The lower and upper inner fence of the box represent the first and third quartile. The whiskers expand to the most extreme data point with a coefficient value of 1.5x interquartile range.
Supplementary Table S1. Significantly regulated proteins in female (A) and male (B) preclinical AD patients compared to corresponding healthy controls. 
[bookmark: OLE_LINK25][bookmark: OLE_LINK28]Supplementary Table S2. Primary and isotopic peak fractions for iDiLeu-labeled target peptides.
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Figure S1. 
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Figure S2. 

Table S2. Primary and isotopic peak fractions for iDiLeu-labeled target peptides.
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x, y, and z represent the percentages of monoisotopic peak, interference peak to the heavier mass-labeled peptide, and interference peak to the lighter mass-labeled peptide, respectively. 
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Uniprot ID Protein Peptide xdO0 ydo xd3 yd3 xd6 ydé xd9 yd9 xd12  zd12

015240 VGF THLGEALAPLSK 04234 0.0006 04116 0.0005 04360 0.0006 0.4235 0.0004 0.3741 0.0015

P02649 ApoE QWAGLVEK 04832 0.0019 04666 0.0002 0.5018 0.0002 0.4809 0.0001 0.4128 0.0020
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