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advantage compared to patch-clamp is the large Consequently, downregulation with a pK of 7.0 is due to effects of the cytosolic pH.
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ionophores. Native membranes or proteoliposomes. Zinc and 4-AP blocked TMEM175 whereas DCPIB and arachidonic acid enhanced TMEM175. With SSME,
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In SSM-based elecirophysiology a subsirate gradient established by a fast solution exchange is the Functional and pharmacological investigations of TMEM175 were performed on lysosomes purified
main driving force. The transport of charged substrates or ions into the liposomes or vesicles generates a from HEK293 cells overexpressing TMEM175, kindly provided by SB Drug Discovery.

membrane potential. This potential can be detected via capacitive coupling between the sample
membrane and the SSM on the gold layer of the sensor. In short: The change in membrane potential
due to electrogenic transport is measured. At some point the membrane potential equals the chemical

SSM-based electrophysiology enables the characterization of cation and H* fluxes through TMEM175
and efficient compound screening, compatible with an HTS environment.

driving force and fhe fransporf process comes fo a half. This is why any current measured with SSM- This technology was developed for the characterization of intracellular target proteins which are
based electrophysiology is fransient. The peak current amplitude reflects the transporter acftivity under barely accessible via patch-clamp, but also for transporters, that are too slow for detection via
steady-state condifions. Since the current decay is fast, one measurement takes only one second. Due conventional electrophysiology.
to the high stability of the SSM, multiple measurements can be performed using the same sensor and
different buffer conditions to determine kinetic parameters such as EC.,, IC, or even rate constants. E
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