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Figure 2. Efflux of metformin (A) and tetraethylammonium (B: TEA) in MDCKII-OCT2/MATE2-K and control cells
Material and Methods
PTCs were isolated from human kidney less than18 hours ex vivo as follows: 1) _ Tetraethylammonium
kidney decapsulated, cortex dissected and finely chopped; 2) 2 hour Metiormin
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SLC2A9 27 7+4.8 203 +76 Figure 3. A: Efflux of metformin (A) and and tetraethylammonium (B: TEA) in MDCKII-OCT2/MATE1 and control cells.
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Experiments were performed when human PTC monolayers had a TEER of 80 i Bl B-A = Bl B-A
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5 3001 NE 7501 § 8o _ Figure 4. A: Efflux of PAH (A: p-aminohippuric acid) and uric acid (B) in MDCKII-OAT1/BCRP and control cells.
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Urate Acyclovir " TenJ[;fwir J Figure 5. A: Efflux of E3S (A: estrone-3-sulphate) and chlorothiazide in MDCKII-OAT3/BCRP and control cells.

Figure 1. A: Vectorial transport of key prototypic substrates in the proximal tubule cell monolayers

Conclusion

* The vectorial transport of several key prototypic substrate (Figure 1) demonstrated that the function of the PTC monolayers are retained to a considerable degree. Consequently, PTC monolayer provides a physiologically
relevant and holistic in vitro model of renal drug handling.

 Double transfected monolayer assays, on the other hand, provide in vitro tools to investigate the specific transporters that could contribute to the active elimination of either organic cationic (Figure 2: MDCKII-
OCT2/MATE2-K and Figure 3: MDCKII-OCT2/MATE1) and anionic (Figure 4: MDCKII-OAT1/BCRP and Figure 5: MDCKII-OAT3/BCRP) compounds

* Altogether, double transfected cell lines with key renal transporters paired according to their overlapping substrate specificities, partnered with the PTC monolayers will give a powerful holistic insight into the impact of
transporters on renal clearance.



