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Plasma Proteomics: Challenging but Vital ““llll
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Fragment MZ # of Fragments per Modified Precursor ID Analysis with TIMS
Plasma proteomics represents a central gateway to moving proteomics towards the DIANN on the Bruker
clinic. Plasma proteomics has the potential to revolutionize the diagnosis, treatment, @ PreOmics iST-BCT kit automated on liquid handling platform Nanoelute2/timsTof Pro2, 21 min method, 15 ProteoScape Platform
Fluent480 with FCA & RGA & Resolvex A200 min gradient,

and monitoring of complex diseases. One of the major challenges of plasma
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proteomics is the inherent high dynamic range of the 20 most abundant classical @ 10 3 x 6 x 50 Da window sheme
plasma proteins which creates acquisition and bioinformatic challenges for both 500000 Q Proteins @ Peptide/Precursor @
identification and quantification specifically with DDA based approaches. Thus, the field 08 1600 9000
has shifted to DIA approaches to analyze plasma. To assess the bioinformatic 600000 1400 8000 |
challenges of searching DIA data, we generated arguably the largest spectral library for | 0 o 7000 sl
depleted plasma, we show a dramatic increase in the number of peptides and proteins 400000 . 6000 iy
identified/quantified in various plasma studies in the context of infection, aging and | 0. o 3 5000 9:5%
neurodegeneration. 4000
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= 20ppm Parent Mass Tolerance/20ppm Fragment . . . _ _ : B!
Mass Tolerance 0T Unlque Frecursors. Using plasma proteomics to investigate viral infections of the central « Public data set |OOk|ng at plasma from HIV and HERPES patients was 20 1 :’\
: : 16508 nervous system including patients with HIV-associated neurocognitive downloaded and searched with Spectronaut 17.5 with either a project
= Tryptic cleavage at both ends of peptide __ disorders . .
= Fixed modification: 57.02146 @C of Proteins: o ene i’k 28 At e St ok, e specific library (DDA data searched with TIMScore on Bruker ProteoScape), 0
Ixed moditication. o /. @ 3 | directDIA+, or the presented large-scale plasma specific library. Group 1 Group 2 Group 3 Group 4 “\
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Figure 1 — Precursor (A) m/z and (B) 1/k0 values from all precursors in plasma library. As expected, a | library.
Gaussian —like distribution of both the precursor m/z as well as the precursor collisional cross section (CCS)
values showing that the data in the library is not skewed to a particular m/z or 1/k0 distribution.
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