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Figure S1. The Slc26a6-mediated currents in the presence and absence of HCO; ™. (A) Slc26a6-expressing oocytes in HEPES-buffered
medium were incubated in the absence of Cl1™, that reduced the outward Cl™ current. The same oocytes were then incubated with NOs™
and SCN™. The columns show the mean + SEM of the current mediated by each anion in four similar experiments. (B) The current and
pH; were measured in HEPES- and then in HCO3™-buffered media upon replacing C1~, with NO3™. The columns show the mean + SEM
of the current in each media in five similar experiments. (C) The SCN™ current was measured in HEPES- and then in HCO3 -buffered
media. The columns show the mean + SEM of the current in each media in eight similar experiments.
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A PSIPRED secondary structure prediction of mSlc26a6
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B 2D prediction of mSlc26a6 TMD generated by TOPPREDII software

Figure S2. The predicted secondary structure of Slc26a6. The PSIPRED secondary structure prediction software was used to predict the
location of a helices within the Slc26a6 sequence (A). The prediction for the region encompassing residues 41-440 indicated 13 helices,
12 of which were predicted by 3D-Jury as the TMDs (see Fig. 2) between 173 (green arrow) to K436 (red arrow). Additionally, the Top-
Pred II software was used to describe the 2-D transmembrane span of Slc26a6 (B). The position of the 12-transmembrane spanning seg-
ment start and end residues is indicated in red.

S2 Transport modes by the SLC26 transporters
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The SLC26 transporters conserved Glu™. A multiple sequence alignment of Slc26a2-Slc26all reveals conservation of the

Glu™ among Slc26 transporters in species from human to Xenopus. Only in SLC26A8 is the Glu™ (red) replaced by another negatively
charged residue, Asp~ (yellow).
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