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Figure S1. Raw FLIPR data. (A) Exemplar data for TASK-2 demonstrating the response to
DMSO at a range of concentrations of TASK-2 BacMam. (B) Exemplar data for each target
demonstrating the response to an activator (where available) inhibitor and DMSO. Pre-addition
baselines were established for 13 seconds prior to the addition of 2mM thallium and
fluorescence measured to 110 seconds. Channel activity was then measured as the rate of
fluorescence increase following thallium addition. The time points used in the rate calculation
for each target were as follows; TREK-2 (13-19s), TASK-2 (15-28s), TASK-3 (14-24s),
TWIK-1 (18-36s), THIK-1 (18-36s). FIU represents fluorescence intensity units.



TWIK-1 TASK-2 TASK-3 TREK-2
Mol Wt 213 - 505 248 - 395 201 - 429 242 - 489
AlogP 26-54 1.1-4.2 23-54 1.9-6.1
TPSA 26 - 121 29 -85 12 -96 18- 127
SFI' 3.6-9.0 23-53 29-7.1 34-72
QED’ 0.38-0.91 0.67-0.91 0.64 — 0.84 0.29 -0.87

Table S1: Compound physicochemical property ranges for Index Set hits. SFI represents the
Solubility Forecast Index, a simple predictive metric using the summation of calculated LogD
(at pH 7.4) and the number of aromatic rings as a means of forecasting the likelihood of
achieving good levels of solubility. QED represents the Quantitative Estimate of Druglikeness,
a score which integrates a balance of eight key physicochemical properties as a general
tractability indicator, representing the overall similarity of compound properties to those of the
majority of orally available drugs. Properties were summarised following the removal of

compounds with undesirable structural features.
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