A APOE B
m/z 2z Peptide_isotope
5528173 2 RLAVYQAGAR _MO
5543267 2 RLAVYQAGAR _2H M3
657.3622 2 AKLEEQAQQIR _MO
6588716 2 AKLEEQAQQIR_2H M3
607.8462 2 LSKELQAAQAR _MO
609.3556 2 LSKELQAAQAR_2H M3
6718755 2 LLRDADDLQKR _MO
673.3849 2 LLRDADDLQKR_2H M3
APOA1
m/z z_Peptide_isotope
4882887 3 VKDLATVYVDVLK_MO
489.2950 3 VKDLATVYVDVLK 2H M3
4058787 3 ATEHLSTLSEK_MO
406.8850 3 ATEHLSTLSEK 2H M3
506.7929 2 AKPALEDLR_MO
5083023 2 AKPALEDLR_2H M3
4345543 3 THLAPYSDELR_MO
4355606 3 THLAPYSDELR_2H M3
4458869 3 QEMSKDLEEVK_MO
4468931 3 QEMSKDLEEVK_ 2H M3
3844500 4 QEMSKDLEEVKAK_MO
3852047 4 QEMSKDLEEVKAK_2H M3
3848839 3 QKLHELQEK_MO
3858902 3 QKLHELQEK_2H M3
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Supplemental Figure 4. MS1-dependent D3-Leu tracer enrichment is not practical due to interference.
(A) Peptides used for MS1-dependent 2H M3 enrichment. (B) Enrichment curves comparing (HR/AM) MS1
(R = 240K at 400 m/z, Orbitrap Elite) versus HR/AM-PRM (R = 140K at 200 m/z, Q Exactive). Open circles
indicate individual peptide (MS1) or fragment ion (HR/AM-PRM) quantification values; closed circles indicate
the median values. Peptides and fragment ions for HR/AM-PRM are provided in supplementary Table 2. (C)
A closer look at the isotopes and M3 environment for two example peptides analyzed by MS1. The orange
peak denotes the theoretical peak for the 2H M3 ion (calculated by XCalibur, Thermo Scientific). ApoE pep-
tide - the peaks used for enrichment quantification lay to the right of the dashed orange line. ApoA-| peptide -
no signal is detected for the theoretical 2H M3 ion.



