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By using immortalized cells derived from the S1, S2, and S3 regions of mouse

proximal tubule, we examined Mn transport using trans-well and found that uptake from the apical
side of S3 cells was high. We found that the S3 region of the proximal tubule showed high expression
of ZIP8, and the reabsorption of Mn via ZIP8 from the apical side of the S3 region may regulate Mn
in vivo.
We analyzed the effect of ZIP8 mutations on Mn transport in patients with congenital
Hypomanganeseemia by generating DT40 cells stably expressing wild-type hZIP8 and a single mutation
of four amino acids of ZIP8. The uptake rate of Mn was as low as that in A ZIP8 cells. These results
suggest that the 335 and 340 mutations in hZIP8 are located in the trans membrane domain5 and play
an important role in the transport of Mn.
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