Supplementary Materials

Derivation of human toxicokinetic parameters and internal threshold
of toxicological concern for tenuazonic acid using a human intervention

trial and hierarchical Bayesian population modeling

Lia Visintin!, En-Hsuan Lu?, Hsing-Chieh Lin?, Yasmine Bader?, Truong Nhat Nguyen?, Thanos Mouchtaris-
Michailidis!, Sarah De Saeger3, Weihsueh A. Chiu?, Marthe De Boevre®.

! Centre of Excellence in Mycotoxicology and Public Health, Department of Bioanalysis, Faculty of
Pharmaceutical Sciences, Ghent University, Ghent, Belgium;

2 Department of Veterinary Physiology and Pharmacology, Interdisciplinary Faculty of Toxicology, Texas
A&M University, College Station, USA.

3 Department of Biotechnology and Food Technology, University of Johannesburg, Gauteng, South Africa.



Figure S1: correlation plot between predicted and experimental blood and urine data for tenuazonic acid (TeA) and

its phase-ll metabolites for the individual volunteers.

Figure S2: cross-correlation plot between TK model’s parameters. Total clearance of TeA (Cliwt), clearance of TeA's
metabolites (Clmet), fraction of TeA excreted in urine (kufrac), volume of distribution of TeA (Vuist), volume of distribution

of TeA’s metabolites, gut absorption rate (kgutabs), fraction of TeA metabolized (Fgiuc).

Figure S3: The prior and posterior distributions of the parameter population means and standard deviations. Mean
(M), standard deviation (SD), total clearance of TeA (Clwt), clearance of TeA’s metabolites (Clmet), fraction of TeA
excreted in urine (kufrac), volume of distribution of TeA (Vdist), volume of distribution of TeA’s metabolites, gut

absorption rate (kgutabs), fraction of TeA metabolized (Fgiuc).
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Figure S1: correlation plot between predicted and experimental blood and urine data for tenuazonic acid (TeA) and

its phase-ll metabolites for the individual volunteers.



3 5 7 08 14 20 2 3 4 5
pp— I I | I I I | | | | | : E
-0.18 0.06 0.33 -0.36 -0.06 -0.07 |3
~~ E M_InClmet.1.
] 0.01 -0.07 0.35 -0.06 -0.05
M_Inkufrac.1 -
013 || -0.04 || 0.01 0.02 7
S E M_InVdist. 1.
* -0.27 0.00 -0.05
M_InVdistmet.1. L
0.00 003 [~
o M_Inkgutabs.1
N 0.03
M_InFgluc.1. | o

-35 -25

Figure S2: cross-correlation plot between TK model’s parameters. Total clearance of TeA (Clwt), clearance of TeA’s
metabolites (Clmet), fraction of TeA excreted in urine (kufrac), volume of distribution of TeA (Vaist), volume of distribution

of TeA’s metabolites, gut absorption rate (kgutabs), fraction of TeA metabolized (Fgiuc).
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Figure S3: The prior and posterior distributions of the parameter population means and standard deviations. Mean

(M), standard deviation (SD), total clearance of TeA (Clot), clearance of TeA’s metabolites (Clmet), fraction of TeA

excreted in urine (kufrac), volume of distribution of TeA (Vdist), volume of distribution of TeA’s metabolites, gut

absorption rate (kgutabs), fraction of TeA metabolized (Fgiuc).



