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The datasets that support the findings of this this study have been deposited in the MetaboLights repository with the accession numbers MTBLS2772 (https://
www.ebi.ac.uk/metabolights/MTBLS2772) and MTBLS2776 (https://www.ebi.ac.uk/metabolights/MTBLS2776). This data contains everything used to create the
corresponding figures. Source data are provided with the manuscript as excel sheet.

Here we report explorative studies rather than studies proving a hypothetic effect of a drug or similar intervention. Thus, we did not perform
calculation of sample sizes. We chose the sample size of 47 donors which proved to be sufficient to obtain effect size plots providing
information regarding pharmacokinetics and to observe significant endogenous responses.

No data was excluded from the analyses.

The technical reproducibility was demonstrated by the determination of calibration curves (Figure 2) and the coefficient of variation of the
internal standard. The reproducibity of individual sweat sample analyses was illustrated by the principal component analysis shown in Figure
1. The reproducibility of caffeine metabolic product formation in different individuals was demonstrated in the effect size plot (Figure 4). The
reproducibility of individual metabolic properties was demonstrated in the PCA plot shown in Figure 5. Here, seven of the 40 participants were
repeatedly analyzed. The visible cluster of repeated determinations of these individuals demonstrates that the k-values corresponding to
metabolic properties of the same individiuum are reproducible. In addition, regarding the in vitro experiment with HepG2 cells, three
independet replicates with technical duplicates demonstrate high reproducibility supporting the conclusions.

We are presenting feasibility studies introducing a new methodology rather than results of clinical studies based on established methods. This
is why we have not used randomization yet. As we performed comparative analyses mainly based on time course analyses rather than group
comparisons, randomization was not applicable.

Blinding was not applied due to reasons explained above. However, the time course analysis data of control individuals in comparison to
consumers are shown in Supplementary Figure 2. Indeed, the groups can be unambiguously discerned based on the analysis results. All
analyses were performed following our lab management system. This means, each sample was encoded during measurement, decoding only
occurred after finalisation of measurements.




