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Introduction Results
Drug-drug interactions (DDIs) are a major concern in patients with comorbidities who are treated with Figure 2: Mechanistic profiling of dabigatran etexilate DDI
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Predicting DDIs before first-in-human studies remains challenging, particularly when both intestinal WO v Gut Apical Compartment, GutiLiver 100, -iver compartment, Sutiter
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Figure 1: The PhysioMimix Gut/Liver MPS.
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Establishment of the Gut/Liver MPS: The primary Gut/Liver MPS was established by first seeding
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Drug dosing: Victim and perpetrator compounds (Table 1) were dosed in combination to either the gut £ £ 300
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In silico modeling: Time-course concentration data were used to support an in silico compartmental
model predicting key ADME parameters, including hepatic clearance, intestinal absorption, and oral e) An 8.4-fold reduction in Liver Cl,,, with f) A1.25-fold reduction in Gut Cl;, with
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breakdown. Figure 4: The Gut/Liver MPS captures non-Linear kinetics of CYP3A4 induction
Dabrafenib | 10 uM 5uM Rifampicin 10 uM 10 uM E‘educ"cion' in victim drug ‘ a) Induction of CYP3A4 activity after 24-hour b) Nonlinear kinetics of Dabrafenib auto-induction at
ioavailability through metabolic incubation of Rifampicin 72 hours with faster dabrafenib metabolism in the
enzyme induction. presence of rifampicin
10' eg-
Conclusions 5
2= 8- ¢ 2 c ed” - Dabrafenib and
« Dabigatran etexilate metabolite profiles and dabigatran formation showed prodrug metabolism f‘: 2 % T 9
. . . . . .. . . . . . . Q =
consistent with human CESI] and CES2 distribution, giving a mechanistic insight into metabolic drug 5o — §§ e’
. . - c
pathways with the Gut/Liver MPS. 53 4 23
. cl el . . . . . . ® E
 P-gp inhibition by zosuquidar altered dabigatran etexilate transport and absorption in the primary gut 25 o - § e5-
model. 25 o
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driven clearance, in agreement with in silico predictions and in murine data.
« Combining human primary tissues with computational modeling, this Gut/Liver MPS gives
mechanistic insights into oral drug disposition and improves prediction of clinical DDl outcomes —
informing dose selection, reducing adverse interactions, and reducing reliance on animal studies.
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