Supplementary Table S1. Comparison between ex vivo irinotecan concentrations used in the Bioverso Test and reported pediatric pharmacokinetic parameters

	Parameter

	Value
	Context
	Reference/Notes

	Ex vivo concentration (D1)

	50 µM
	Bioverso Test (microspheroids)
	Predefined platform concentration

	Ex vivo concentration (D2)

	110 µM
	Bioverso Test (microspheroids)
	Predefined platform concentration

	Typical pediatric irinotecan Cmax (irinotecan)

	~2–8 µM
	Plasma (after standard dosing)
	Furman et al., 1999; Vassal et al., 2007

	Typical pediatric SN-38 Cmax (active metabolite)

	~0.02–0.2 µM
	Plasma
	Furman et al., 1999; Stewart et al., 2004

	Exposure type (in vivo)
	Intermittent (dose cycles)
	Systemic administration
	Schedule-dependent PK variability (Pappo et al., 2006)

	Exposure type (ex vivo)

	Continuous (72 h)
	Microspheroid culture
	Static exposure conditions

	Relative classification (D1)

	Above clinical range
	Compared to irinotecan Cmax
	Suprapharmacological

	Relative classification (D2)

	Well above clinical range
	Compared to irinotecan Cmax
	Suprapharmacological



Table S1: Ex vivo concentrations used in the Bioverso Test are shown in comparison with reported pediatric pharmacokinetic parameters for irinotecan and its active metabolite SN-38. The concentrations applied in the assay (D1 = 50 µM; D2 = 110 µM) exceed typical plasma Cmax values reported in pediatric studies and should therefore be interpreted as suprapharmacological. These concentrations are part of a predefined platform design aimed at optimizing assay robustness, drug stability, and negative predictive value, rather than replicating in vivo pharmacokinetics. Additionally, differences in exposure dynamics—continuous ex vivo exposure versus intermittent in vivo administration—further limit direct pharmacokinetic comparability.
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