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The source data underlying the Figures 1-6 and supplementary Figures is provided in the Source Data file.

We used Wilcoxon–Mann–Whitney test (two-sided) statistics for Archon1 variants whole cell voltage clamp measurements.

For spectroscopic and fluorescence investigation purified sample solution or concentrated cell suspension was used.

MD simulations of all individual models were repeated six times. In this way rare events were included but statistically weighted.

No data was excluded. Prior to measurements, a patch quality with membrane resistance >500 M! and access resistance was <10 M! was
determined prior to data collection.

Voltage-clamped imaging experiments were performed on 3-14 biological replicates arising from at least 2 different transfection-batches. All
data collected was included in the provided plots.

Taking into account the invariance in spectroscopic (and fluorescence) recordings of purified protein solution or cell suspension (measured
with fixed setup), the measurements were carried out as independent measurements, averaged over multiple scans (where applicable -
indicated in the methods section).

The MD simulations were repeated multiple times as stated in the main text.

For whole patch clamp measurements the cells were selected randomly.

For spectroscopic and fluorescence recordings the sample was either purified protein or E.coli cell suspension.

Blinding was not necessary for data recording of the presented study.




