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1. Supplementary Tables
Table S1. Clinical information for CRC patients and nonneoplastic controls

C . . Nonneoplastic
Clinical information CRC patients P-value
controls
In total
Number 139 50
Age (media, range) 63,36 -87 61,47 -89 0.234¢
Male/female ratio 91/48 28/22 0.373°
TNM-0 8
TNM-I 26
TNM-II 42
TNM-III 50
TNM-IV 13
Training set
Number 70 25
Age (media, range) 60, 36 - 87 60,47 - 78 0.993¢
Male/female ratio 46/24 16/9 0.877°
TNM-0 5
TNM-I 13
TNM-II 16
TNM-III 32
TNM-IV 4

Testing set




Number 69 25

Age (media, range) 65, 40 - 87 61,49 -89 0.135¢
Male/female ratio 45/24 12/13 0.131°
TNM-0 3

TNM-I 13

TNM-II 26

TNM-III 18

TNM-1V 9

aAge differences between the two groups were analyzed by Student’s t test. "Sex differences between the two groups were analyzed by Chi-
square test.

Table S2. The grade of AEs in CRC patients with capecitabine-based adjuvant chemotherapy

Bone marrow suppression

Grade* HFS

Anemia Neutropenia Thrombocytopenia BMS
NA? 1 8 8 8 8
Grade 0 10 23 17 15 11
Grade 1-2 29 9 16 16 19
Grade 3-4 3 3 2 4 5

aAdverse effects were graded according to the Common Terminology Criteria for Adverse Events (Version 4.0). "These data were missing.
Abbreviations: BMS, bone marrow suppression; HFS, hand foot syndrome.



Table S3. Clinical information of participants.

Group With AE ~ Without AE P-value
HFS Number 32 10
Age (media, range) 58,37-74 57,36-81 0.768¢
Male/female ratio 21/11 6/4 1.000°
Cycles (media, range) 6.3,1-8 6.5,1-8 0.770¢
TNM-I 1 1 0.656°¢
TNM-II 14 4
TNM-III 12 4
TNM-IV 5 1
Anemia Number 12 23
Age (media, range) 59,49 -74 57,38 -81 1.000¢
Male/female ratio 8/4 16/7 0.549°
Cycles (media, range) 6.2,2 -8 6.7,2-8 0.394¢
TNM-I 0 1 0.795¢
TNM-II 6 8
TNM-III 2 11
TNM-IV 4 3
Neutropenia Number 18 17
Age (media, range) 59,37-74 57,38 -81 0.593¢
Male/female ratio 11/7 13/4 0.471°
Cycles (media, range) 6.4,2-8  6.7,2-8 0.620°
TNM-I 1 0 0.902¢

TNM-II 7 7




Thrombocytopenia

BMS

TNM-III
TNM-1V

Number

Age (media, range)
Male/female ratio
Cycles (media, range)
TNM-I

TNM-II

TNM-III

TNM-IV

Number

Age (media, range)
Male/female ratio
Cycles (media, range)
TNM-I

TNM-II

TNM-III

TNM-1V

20
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13/7
7.0,4-8
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3

24

60, 37 - 81
17/7
6.7,2-8
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5

15

56,38 - 68
11/4
59,2-8

A~ b 9 O

11

54,38 -69
7/4
6.3,2-8
0

5

4

2

0.329¢
0.721%
0.092¢
0.845¢

0.101¢
0.937°
0.567¢
0.559¢

aAge difference and chemotherapy cycle was analyzed by Student’s t test. Sex difference was analyzed by Chi-square test. “Composition

difference of the pathological stage was analyzed by Mann-Whitney test. Abbreviations: HFS: hand foot syndrome.

suppression.

BMS: bone marrow



Table S3. Updated mass spectrums of identified urine metabolites at first revision. For each metabolite identified by standard, the upper figure
in each panel shows the spectrum from urine and lower panel shows the spectrum from commercial standards. Compound spectra 1, 2, 10, 19, 30
are obtained by comparison of our experiments with standards. The other metabolites are shown by the spectrum comparison results in HMDB.
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2. Supplementary Figures
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Fig. S1. Total ion chromatograms (T1Cs) of the urine metabolic profiles obtained from Al. CRC patients, B. nonneoplastic controls.
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Fig. S2. Principal component analysis (PCA) of QC and experimental samples.

PCA plot (left) and the table of fitness scores (right) are presented. The PCA with all features indicates a tight clustering of QC samples. Black:
QC samples, red: CRC patients, yellow: control patients.



