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Supplementary Figure 1. Duloxetine does not block Na+ nor Ca2+ currents. Whole-cell 

inward Na+ (INa) and Ca2+ currents (ICa) were recorded in BCCs voltage-clamped at -80 

mV. Currents were elicited by 50 ms depolarizing pulses applied at 20 s intervals to 

different step-voltages. A, typical INa (initial fast-inactivating peak) and ICa (later 

plateau slow inactivating current) traces obtained from a cell stimulated with various 

sequential depolarizing pulses to 0 mV. B, original current traces from a cell before 

(control) and after 2-4 min perifusion with 10 µM duloxetine. Addition of Cd2+ (100 

µM) at the end of the experiment elicited the expected reversible full Ca2+ current 

blockade. C, time course of ICa before and during the cell exposure to increasing 

concentrations of duloxetine (horizontal bars). D, I-V curves for ICa before (control) 

and upon exposure to 10 µM duloxetine. E, I-V curves for INa before (control) and in 

the presence of 10 µM duloxetine. Data are means ± SEM of the number of cells and 

cultures shown in parentheses (p > 0.05; Mann-Whitney test). 
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Supplementary Figure 2. Duloxetine does not block the [Ca2+]c transients nor the release of 

catecholamine triggered by high K+ pulses in BCCs populations. The experiments 

were as those with ACh (Fig. 5) but using 2 s of a high K+ solution (75 mM K+ with 

isosmotic reduction of Na+), applied at 2 min intervals (dots at the bottom). Duloxetine 

at 10 µM was applied 2 min before and during K+ pulses P4 to P6 (bottom horizontal 

bar). A, averaged traces from 10 cells of 2 cultures. B, [Ca2+]c transient peak 

amplitudes normalized as % control (K+ pulse P2 before duloxetine) and 4 min after 

duloxetine application (K+ pulse P5) (Unpaired t-test). To measure secretion, cells (5 
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millions) trapped in a microchamber were fast perifused with Krebs-Hepes solution at 

37 ºC; catecholamine release into the perifusion medium were online 

amperometrically monitored. Once baseline secretion was stabilized, cells were 

repeatedly challenged with 3 s pulses of high K+ (70 mM K+, with isosmotic reduction 

of Na+), as indicated by the dots at the bottom of traces C (control example trace) and 

D (cell exposed to 10 µM duloxetine as indicated by the bottom horizontal bar). E, 

pooled averaged data calculated from experiments as those shown in panels C and D, 

in the absence (control) or the presence of duloxetine at the indicated concentrations. 

Data are means ± SEM of the number of experiments (left number) and cultures (right 

number) shown in parentheses. ns, non-significant statistical differences among the 

four data sets (One-way ANOVA). 

 

	


