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Figure S1: Stacked bar graphs showing the number of patients that had one (green), two (orange),
three (purple), or four (pink) samples taken in the raw dataset and in the analysed dataset. Note that
the number of analysed samples in timepoint one and two are equal as all patients with a first
timepoint but without a second timepoint were removed.



Enrichment Overview (top 25)

Overview of Enriched Metabolite Sets (Top 25)
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Figure 52: Overview of the top 25 enriched pathways. (A) Bar chart of the enrichment ratios and
unadjusted p-values of the 25 most enriched pathways. The enrichment ratio indicates the relative
difference between the expected number and the found metabolites in a pathway. (B) Sorted log
transformed p-values of the most enriched pathways.



Meta-analysed regressions of metabolites with disease-dependent trajectories

Metabolite

glycerophosphorylcholine

cysteine s-sulphate

glycochenodeoxycholate glucuronide (1)
pristanate

sarcosine

N-acetylglutamate
1-(1-enyl-stearoyl)-2-arachidonoyl-GPE
N1-methylinosine
1-oleoyl-2-docosahexaenoyl-GPE
N-acetylglucosamine/N-acetylgalactosamine
3-(methylthio)acetaminophen sulphate

bilirubin degradation product, C17H20N205 (1)
2-methoxyhydroquinone sulphate (1)
11beta-hydroxyandrosterone glucuronide
beta-sitosterol

bilirubin degradation product, C17H18N204 (3)

N-acetylproline

— —

——
O]

1 T |
0.1 0.2 0.3

Estimate

Figure S3: Forest plot on meta-analysed compounds that have differential trajectories between
moderate and severe individuals. The estimates, or regression coefficients, represent the pooled
change in concentration over time in the three cohorts (see Section 4 for details). Negative estimates

indicate decreased serum concentrations, while positive estimates indicate increased serum
concentrations during hospitalisation. The displayed metabolites all changed consistently and
homogenously between cohorts. Metabolites with red coloured estimates were significantly changed
after correction for the false discovery rate. Black coloured estimates indicate no significant change
after multiple testing correction. The 95% confidence interval is given by the protruding lines from

the metabolite estimate



