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Tetracycline transporter-like protein (TETRAN) was expressed at luminal
membranes of proximal tubules and transport indomethacin. However, little is known about its ligands
and function. In this study, the ligand-recognition of TETRAN was investigated using HEK293 cells

stable cell line. The cationic fluorescent dye rhodaminel23 was found to be a substrate. The
rhodamine was transported in a time-, concentration, and pH-dependent manner. Clonidine, decynium
22, diphenhydramine, YM-155, MPP+, and pyrilamine are identified as inhibitors with IC50s on the
order of micro M. Competitive counterflow assays suggested that decynium 22 is the substrate.
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Estrone-3-sulfate p-aminohippuric acid, probenecid rhodamine 123
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decynium 22, MPP*, diphenhydramine, YM-155, clonidine, nobiletin, imperatorin,

pyrilamine, talinolol, tramadol, cimetidine, verapamil, memantine, TEA TETRAN
Tpol polyamine  spermine, spermidine, agmatine, putrescin

rhodamine 123

Compound 1Cs0 (LM)

Decynium22 0.067+0.007

MPP* 0.493+0.155

Diphenhydramine  0.890+0.159

YM-155 0.910+0.047

Clonidine 1.19+0.16

Nobiletin 1.41+0.43

Imperatorin 1.73+0.29

Pyrilamine 2.11+0.32



Talinolol 7.79+3.57

Tramadol 13.4+2.4
Cimetidine 14.0+1.4
Verapamil 14.2+2.6
Memantin 15.0+4.6
TEA 18.2+8.0
4) CCF
Schifer Schéfer A et al, Mol Pharm 15: 5501-5513 2018 CCF
Rhodamine plateau rhodamine

decynium 22, diphenhydramine,
Y M-155, MPP*, pyrilamine

=120 -

S

© 100 ()'—-OT_./.

o "o

g 00 e

5 e

® 60 -

3

§ 40 A

S 50 —e— Control

) .

o --O--Decynium 22

0 T T
0 5 10
Time (min)
5) Leviatan Leviatan S, et al. J. Biol. Chem, 285: 23548-23556. 2010

N-, C- IPTG






