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Supplementary Fig. 1: Typical exosome morphologies using TEM analysis from groups of (a)

recrudescent patient and (b) non-recrudescent patient and (c) healthy donor. Scale bar is 500

nm.
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Supplementary Figure 2: OPLS-DA analysis of the groups of recrudescent patients and non-

recrudescent patients. (a) OPLS-DA S plot of two groups. The VIP values of green points are

below 1, and VIP of red points are above 1. (b) The score of OPLS-DA plot. The parameters

are: R2X(cum), 0.179; R2Y(cum), 0.866; Q2(cum), 0.716; pre, 1; ort, 1.
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Supplementary Figure 3: Enrichment analysis of the differential metabolites between the
groups of recrudescent patients and non-recrudescent patients. (a) Statistics of KEGG

pathways based on differential metabolites. (b) Percentages of pathway classifications based

on KEGG annotations.

4 6 81012141618 20 22 2426 2830 3234 3638 4042 44 4648 5052 54 56

Percent (%)



Recrudescent «
Non-recrudescent «

3-UMP

Palmitoleic acid (C16:1)
Palmitaldehyde

Isobutyl decanoate
Ethylsalicylate
Pantetheine

Methyl hexadecanoate
Terephthalic acid

Indole

2-Acetylfuran

Methyl cinnamate
Linoleic acid (C18:2NEC)
B-beta-hydroxytestosterone
Punicic acid

Purine

Hexadecanedioic acid
Linoclenic acid (C18:3N3)
N-Acetylphenylalanine
N-oleoyl glycine
Glycocholic Acid
Argininosuccinic acid
Caprate (10:0)
Vanillylmandelic acid
Stearidonic acid
2-Pentadecanone

5.0

-Log,, P value

VIP
.05
«1.0
*15
2.0
25

0
Log,FC

7.5 Octadecatrienoic acid'
Octadecadienoic acid?

Azelaic acid

Furfural

Dibutyl phthalate

1,4-Xylene
2,2,2-Trichloroethanol

Choline chloride
2-Pentyl-3-phenyl-2-propenal
Cinnamic acid
15-deoxy-D-12,14-PGJ2
Phenyi-beta-d-glucopyranoside
N-acetyl-l-alanine

Ethyl dodecanoate

Proline betaine

Hippuric acid

Mono-methyl glutarate
Phenylacetyl-l-glutamine
1,3-diisopropylbenzene

Pyrene

Methyl dihydrojasmonate
Taurochenodesoxychclic acid
Taurocholic acid sodium salt hydrate
Phosphoric acid

b

M

1-Maphthol

Suimii

P

=

® Significant
3 In-significant

cJT*

1 2 3
Mean decrease impurity

Supplementary Figure 4: Selection of significant metabolites for classifying recrudescent and

non-recrudescent patients. (1) Calculation of the Z scores to show the normalized abundance

of the differential metabolites between two groups. (2) Volcano plot showing the significant

metabolites considering VIP value, p-value, and FC value. (3) Random forest modeling of the

importance of marker
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Supplementary Figure 5: Evaluation of the selected metabolic markers from random forest

by the Kaplan-Meier analysis. From a-b are: 3’-UMP, palmitoleic acid, isobutyl decanoate and

palmitaldehyde.
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Supplementary Figure 6: Original WB scans for Figure 2.c



