Propafenone receptors in Kir2.x channels.
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Fig. 2. Etfects of propafenone on WT and mutant Kir2.x currents. A and
B, Mean IV relatonships of |, , {A) and I, ; In control conditions and in the presence of 05
propsfanone. The inssts show 1V relationships at potenbials positive 1o 1he E, in an expanded scale
. Percentage of change at -50 mV induced by .5 M propafencos on curments recorded on cols.
uxprossing homosetramaric and hoterolotramanc Kirk x channeis. O, Percantage of changa at -50 mi
indusced by 0.5 sM propalencae on curments recanded on calls exphessing WT and mutant Kir2 x
channels. Each point/bar represonts the meantSEM of » & expariments *P<0.05 and *"P<0.01 vs

+Control = Propa 0.5 uM [Propafenane] (M)
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in absence and peosence of 05 UM propafenona. The inset shows |-V curves o polentials positve to tha E, in an
expanded scale, C and 0, Percertage of L, , change at <120 mV (G} and -850 mV () as & function of propafencos
concentrations. Each pointbar represents the meantSEM of = 5 expariments. "P<0.05 and “P<0.01 vs control
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» Externab-native |, (mM): MaCl 120, KCI 20, CaCl, 1, MgCl; 1, HEPES 10, d-aminopyricine 2, ghucoss 10, nifedipine (1 1M} and glibericiamice (10 uM) (pH 7.4 NaO#H). To record 1, in atrial myocytes, stropine (1 ) was also added
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Fig. 4. Effects of 0.5 ym propafenone on unitary Kir2.1 currents. a,
K 1 single channel recardings oblained by applying 8-= pulses from o holding palertial of 0 my'
to 50 M i control conditicns and in the presence of propalenone. BE, Uritary cument
amghtude (8). openng requancy ({, C). mesn open time (MOT. D). and opan probability (F,, E)
In contol condtions and in e presence of propafencne. Each barfpoint represants the
meantSEM of 6 expanments. "F<0.05 va control
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Boltzmann function 1o the data. C, Currént traces recorded at +50 mV in excised inside-cut patches from HEK-263 celis
exprassing Kir2, 1 channals in canérol conditions and after cyloplasmic surface appication of increasng concantrmsians. of
sparming [Spm) in the absénce and presence of propafencne. Dashed lines represent the zero current level. D, Parcentage
of cumenl inhibition at +50 mY in excised nsde-out patches s & function of Spm concentrations in the absence and
presenca of propafenans. Ench pairibar reprasents the mean + SEM of 25 axperiments. * Pol.05 va contral.
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£ e Bluz;kkng effects of propafencne are due to its binding
to a low-affinity binding site present in all Kir2.x
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