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Supplementary Figure 1. Oral vancomycin induced alteration of plasma and urine metabolome.
PCA plot derived from (A) plasma and (B) urine metabolomics analysis.
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Supplementary Figure 2. Effect of oral vancomycin on the activity of CYP3A. Spaghetti plot
derived from (A) CYP344 mRNA expression, (B) 6B-OH-cortisol/cortisol, (C) 63-OH-
cortisone/cortisone, and (D) 43-OH-cholesterol of Baseline and Vancomycin. Statistical analysis was
performed using the Wilcoxon matched-pairs signed-rank test or paired t-test based on the Shapiro-
Wilk normality test.



EC:1.3.1.1
Dihydropyrimidine dehydrogenase

15000 -
= —_—
5
T € 10000 o
c 2
2 8
8¢ ]
S & 5000+ P
(0]
o o—8

ol 8By 588

Baseline  Vancomycin

Supplementary Figure 3. Predicted functional gene count of DPD in Baseline and Vancomycin.
Significantly higher (Wilcoxon matched-pairs signed-rank test, p-value = 0.0137) predicted
functional gene count of DPD was observed in Vancomycin compared to that of Baseline. Statistical
analysis was performed using the Wilcoxon matched-pairs signed-rank test. *»p < 0.05; **p < 0.01;
***p <0.001; ***p < 0.0001.
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Supplementary Table 1. Gut bacterial microbiota markers selected from LEfSe analysis.

Phylum Genus Mean Mean Fold change @FDR LDA
abundance abundance of Baseline/ | adjusted @ score
in in Vancomycin p-value
Baseline Vancomycin

Fusobacteria ~ Fusobacterium 125390 4059800 0.0309 0.0119 6.29

Proteobacteria = Escherichia 50858 876650 0.0580 0.0016 5.62

Firmicutes Lactobacillus 302.89 136550 0.0022 0.0011 4.83

Proteobacteria = Enterobacter 994.57 126860 0.0078 0.0004 4.8

Proteobacteria =~ Desulfovibrio 5197.4 110220 0.0472 0.0351 4.72

Firmicutes Intestinibacter 5413.4 20881 0.2593 0.0481 3.89

Firmicutes Granulicatella 168.24 1035.9 0.1624 0.0189 2.64

Actinobacteria = Collinsella 13985 12149 1.1511 0.0042 -2.96

Firmicutes Agathobaculum 2832 13.054 216.9450 0.0003 -3.15

Firmicutes Thubacter 3753.8 391.36 9.5917 0.0021 -3.23

Firmicutes Ruthenibacterium 6700.8 187.34 35.7681 0.0013 -3.51

Firmicutes Flavonifractor 8385.2 13.054 642.3472 0.0004 -3.62

Firmicutes Flintibacter 9078.8 43.485 208.7800 0.0003 -3.66

Firmicutes Hespellia 11350 347.88 32.6262 0.0047 -3.74

Firmicutes Turicibacter 14583 1454.5 10.0261 0.0149 -3.82

Firmicutes Ruminococcus 16334 230.83 70.7620 0.0026 -3.91

Firmicutes Coprococcus 19570 443.93 44.0835 0.0038 -3.98

Firmicutes Lachnoclostridium 20269 56.89 356.2841 0.0003 -4
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