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A Pellet Supernatant B Pellet Supernatant

Figure S1. Venn diagram summarizing the proteins identified from bottom-up MS analysis of the pellet and supernatant fractions of
(A) yeast and (B) bovine plasma, following peptide precipitation with the optimized protocol.
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Figure S2. Venn diagrams compare the peptides identified by MS in the pellet fraction following precipitation of BSA, digested with
pepsin at various ratios of protein to enzyme: (a) 10:1 protein to enzyme ratio; (b) 100:1 ratio; (c) 1000:1 ratio.
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Figure S3. Venn diagrams compare the peptides identified in the pellet fraction following precipitation of BSA, digested with pepsin
at various ratios of protein to enzyme for different digestion times: (a) 1 min digestion; (b) 10 min digestion.
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Figure S4. A comparison of the molecular weight distribution of peptides identified by MS following pepsin digestion for specific
time (1 vs 10 min) and at different ratios of protein to enzyme (10:1, 100:1, 1000:1). (a) Shows that longer digestion times, or more
enzyme, relative to protein, yields smaller peptides. (b) Summarizes the aggregated set of peptides recovered under the three differ-

ent ratios of protein to enzyme.
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1 101 201 301 401 501 589

Sequence | Modfication List

1 11 21 31 41 51 61 n 81 91 101
1 RGVFRRDTHK SEIAHRFKOL GEEHFKGLVL IAFSQYLQQC PFDEEVKLVN ELTEFAKTCV ADESHAGCEK SLHTLEGDEL CKVASLRETY GDMADCCEKQ EPERNECFLS

111 HKDDSPDLPK LKPDPNTLCD EFKADEKKFW GKYLYEIARR HPYFYAPELL YYANKYNGVF QECCQAEDKG ACLLPKIETM REKVLASSAR QRLRCASIQK FGERALKAWS
221 VARLSQKFPK AEFVEVTKLV TDLTKVHKEC CHGDLLECAD DRADLAKYIC DNQDTISSKL KECCDKPLLE KSHCIAEVEK DAIPENLPPL TADFAEDKDV CKNYQEAKDA
331 FLGSFLYEYS RRHPEYAVSV LLRLAKEYEA TLEECCAKOD PHACYSTVED KLKHLVDEPQ NLIKONCDQF EKLGEYGFON ALIVRYTRKV PQVSTPTLVE VSRSLGKVGT
441 RCCTKPESER MPCTEDYLSL ILNRLCVLHE KTPVSEKVTK CCTESLVNRR PCFSALTPDE TYVPKAFDEK LFTFHADICT LPDTEKDIKK QTALVELLKH KPKATEEQLK

551 TVMENFVAFV DKCCAADDKE ACFAVEGPKL VVSTQTALA

Figure S5. Aggregated sequence coverage obtained from MS analysis of pepsin-digested BSA, with peptides recovered through salt-
mediated solvent precipitation.



