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Figure S1. pIRES:hTRAAK validation in HEK293T cells. (a) Representative confocal images of HEK293T
cells 24h after transfection with pIRES:hTRAAK. GFP fluorescence in green (leff) identified transfected cells,
cell membrane was stained with CellMask™ in red (middle) and merge (right). Scale bar: 10um. (b)
Representative traces of whole-cell ramp currents obtained by stimulating both untransfected (Ctr/) and
pIRES:hTRAAK transfected (#TRAAK) cells from -120mV to 60mV before (black lines) and after (red lines)
the application of ML 67-33 (10uM). (¢) Box plots representing current density (J) at 60mV (/eff) and -120mV
(right). Tukey’s multiple comparison test after two-way ANOVA; **p<0.01, ***p<0.001, ****p<(0.0001.
N=10 and 9 for Ctrl and hTRAAK, respectively.
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Figure S2. Representative traces of whole-cell currents obtained by stimulating both untransfected (Ctr/, lef?)

and pIRES:hTRAAK transfected (h1TRAAK, right) cells with a voltage step protocol from -100mV to 100mV
in absence of Ziapin2.
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Figure S3. Representative traces of whole-cell currents obtained by stimulating both untransfected (Ctr/, left)
and pIRES:hTRAAK transfected (hTRAAK, right) cells with a voltage step protocol from -100mV to 100mV
in absence of Ziapin2. During every step, cells were stimulated with visible light for 20ms at 54mW/mm?.
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Figure S4. Representative whole cell current clamp traces recorded from both untransfected (Ctrl, gray lines)
and pIRES:hTRAAK transfected (#TRAAK, yellow lines) cells illuminated at 54mW/mm? for 20ms (left) or

200ms (right) in absence of Ziapin2.
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Figure S5. (a-b) Box plots representing peak hyperpolarization (a) and depolarization (b) in both untransfected
(Ctrl) and pIRES:hTRAAK transfected (hTRAAK) cells either with or without (w/0) 25uM of Ziapin2 and
illuminated at 27mW/mm? for 20ms (left) or 200ms (right). Tukey’s multiple comparison test after two-way
ANOVA; ***p<0.001, ****p<0.0001. N=17,14, 9-10 and 12-13 for Ctrl w/o, hTRAAK w/o, Ctrl Ziapin2 and
hTRAAK Ziapin2, respectively.
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