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Figure S1. Unicity checker Nextprot analysis of 36 prototypic peptides that were used for meas-
urement of abundance of 28 EV-associated proteins. (a) Distribution of isoform-specificity; (b) Iso-
form numbers that could be measured by surrogate peptide standard per each EV-associated pro-
tein (polypeptide product of one protein-coding gene).
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Figure S2. (a)Correlation between measurements of FN1 levels in blood plasma (nM) performed by
selected reaction monitoring (SRM) using proteotypic unique peptides STTPDITGYR and
SYTITGLQPGTDYK as a standards. (b) Histogram of distribution of coefficient of variation (CV)
calculated for each measurement (N=267). The measurement is averaged value from 3 technical
LC-SRM replicates.
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Figure S3. High-resolution annotated MS2 spectrum of TLN1-specific peptide GLAGAVSELLR.
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Figure S4. High-resolution annotated MS2 spectrum of FN1-specific peptide STTPDITGYR.
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Figure S5. High-resolution annotated MS2 spectrum of FN1-specific peptide SYTITGLQPGTDYK.
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Figure S6. High-resolution annotated MS2 spectrum of TUBA4A-specific peptide
AVFVDLEPTVIDEIR.
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Figure S7. High-resolution annotated MS2 spectrum of ITGB3-specific peptide HVLTLTDQVTR.
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Figure S8. High-resolution annotated MS2 spectrum of TSG101-specific peptide GVIDLDVFLK.
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Figure S9. High-resolution annotated MS2 spectrum of PACSIN2-specific peptide AADAVEDLR.
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Figure S10. Correlation matrix for abundance of components of EV proteomic signature (FN1,
TLN1, TUBA4A, HSPAS, TSG101, ITGB3, and PACSIN2) that were measured in blood plasma ob-
tained from 23 patients with lung adenocarcinoma (LAC), 11 patients with lung squamous cell
carcinoma (SqC), and 23 healthy volunteers (HK). The color (from yellow to blue) and its intensity

reflect correlation in protein levels.
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Figure S11. Distant matrix of experimental samples similarity based on expression of components
of EV proteomic signature FN1, TLN1, TUBA4A, HSPAS, ITGB3, TSG101, and PASCIN?2. ). Data is
shown for patients with early stage (1, 1A, and 1B) lung adenocarcinoma (N = 13) and healthy
volunteers (HK, N =23).
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Figure S12. The association of TUBA4A and TSG10 expression levels and LC patient survival cal-
culated in UALCAN platform. TUBA4A (a) and TSG101 (b) transcript expression levels for LC pa-
tients obtained from The Cancer Genome Atlas (TCGA). The transcript expression levels is shown
in targeted transcripts per million of RNA molecules in the RNA-seq sample. Survival probabilities
associated with high or low/medium TUBA4A (c) and TSG10 (d) expression.



