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Table S1 Patients clinical characteristics

Patient diagnosis N Age (y) BMI (kg/m?) Prostate PSA (ng/ml) Gleason
volume Score
BPH 1 58 36.3 35 4.97 n.a.
2 60 31.1 65 8.2 n.a.
3 70 234 40 2.64 n.a.
4 71 23.9 30 2.9 n.a.
Prostate cancer 1 69 42.6 48 6.86 7b
2 62 32 50 4.9 8
3 63 22 40 6.71 9
4 67 21 25 5.46 7b
p-value (mean BPH vs. 0.37 0.22 0.93 0.73 n.a.
prostate cancer)

n.a (not applicable)
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SI Figure 1: Overlay of SERS difference spectra for EVS5 (blue), EV12 (red) and EV120 (green) shown on the same intensity scale.
Highest intensities were obtained for EV12 followed by EV120 and EVS5.
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SI Figure 2: The mean SERS spectra + standard deviation of control (left) and cancer (right) fractions. SERS bands (382, 394, 713,
854, 1004, 1132, 1238, 1393, 1560 and 1589 cm™') were integrated for quantitation.
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SI Figure 3: The mean Raman spectra + standard deviation of control (left) and cancer (right) fractions. The Raman spectra of
dried EVs without silver nanoparticles are dominated by spectral contributions of proteins.
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Dried films of control and cancer EV samples were prepared for Raman spectroscopy by the drop coating deposi-
tion procedure. SI Figure 1 shows microscopic images of control EV5-, EV12-, EV120-, and fc-enriched fractions after
drying on the calcium fluoride slide. The dried films formed a “coffee ring” with the highest sample concentration near
the margin. This principle is based on the sessile drop formation [1]. Whereas the films of EV5, EV12 and EV120 looked
similar, the ring of the fc fraction was very thin. Clusters of particles were evident at the center of the fc-AgNP film that
were assigned to AgNPs and KCl crystals. Raman spectra were collected from each sample along the “coffee ring” as
previously described [2]. However, no usable Raman spectra were collected from FC-AgNP films.
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SI Figure 4: Microscopic images of EV-enriched and fc control fractions subjected to drop-coating deposition and dried on a CaF,
substrate. Dried samples formed films with so-called "coffee-ring" zone with highest biomolecule concentration at the margin. The
diameter of the film with AgNP-KCI was larger due to higher sample volume and showed salt crystals in the center (each scale bar:
1 mm).
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