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Supplemental Table 1. Comparison of effects of disopyramide in healthy and

SQTS-cells
Healthy cells SQTS cells

APD prolonged prolonged
Vmax reduced reduced
Peak INa reduced reduced
Late INa Reduced!?, increased increased
ICa-L reduced increased
Ito Reduced? NA
IKr reduced No effect
IKs Reduced* No effect
IK1 Increased® NA
IKATP Reduced®’ No effect
ISK No effect®, reduced reduced
INCX increased increased

NA: not analyzed
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Figure legends

Figure S1. Effects of disopyramide on action potentials in hiPSC-CMs from a
healthy donor. Action potentials were recorded at 1 Hz. Disopyramide (10 puM) was
applied to cells. (A) Representative action potential traces in absence (Ctr) and
presence of 10 uM disopyramide. (B) Averaged values of action potential duration at
50% repolarization (APD50). (C) Averaged values of action potential duration at 90%
repolarization (APD90). (D) Averaged values of resting potential (RP). (E) Averaged
values of action potential amplitude (APA). (F) Averaged values of maximal
depolarization velocity (Vmax). Shown are mean + SEM, n represents number of cells.
The statistical significance was examined by paired t-test.

Figure S2. Effects of disopyramide on Ikr hiPSC-CMs from the healthy donor. Ik
was measured as Cs* currents. (A) Representative traces of Ikr at +40 mV evoked by
the indicated protocol (inset) in absence (Ctr) and presence of disopyramide (10 uM).
(B) Mean values of IKr at +40 mV in absence (Ctr) and presence of disopyramide (10
MM). n, number of cells. The statistical significance was examined by paired t-test.
Figure S3. Effects of disopyramide on Isk in hiPSC-CMs from the healthy donor.
The currents (Isk) were evoked by the protocol indicated in A (inset). Isk was analyzed
as apamin (100 nM) sensitive currents. (A) Representative traces of Isk at +40 mV in

absence (Ctr) and presence of disopyramide (10 uM). (B) I-V curves of Isk in absence
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(Ctr) and presence of disopyramide. (C) Mean values of Isk at +40 mV in absence (Ctr)
and presence of disopyramide (10 uM). n, number of cells. The statistical significance
was examined by paired t-test.

Figure S4. Effects of disopyramide on L-type calcium channel currents in hiPSC-
CMs from the healthy donor. The L-type Ca channel currents (Ica-L) were evoked by
the protocol indicated in A. (A) The representative traces of Ica- at 0 mV in absence
(Ctr) and presence of disopyramide (10 pM). (B) Current-voltage relationship (I-V)
curves of Ica-L in absence (Ctr) and presence of disopyramide (10 uM). (C) Mean values
of Ica-L at 0 mV in absence (Ctr) and presence of disopyramide (10 puM). shown are
mean + SEM, n represents number of cells. The statistical significance was examined

by paired t-test.

Figure S5. Effects disopyramide on Na/Ca exchanger currents in hiPSC-CMs
from the healthy donor. The Na/Ca exchanger currents (Incx) were evoked by the
protocol indicated in A (inset). Incx was analyzed as NiCL2 (5mM) sensitive currents.
(A) Representative traces of Incx in absence (Ctr) and presence of disopyramide (10
HKM). (B) Mean values of Inxc at +60 mV in absence (Ctr) and presence of disopyramide.
(C) Mean values of Inxc at -100 mV in absence (Ctr) and presence of disopyramide.

n, number of cells. The statistical significance was examined by paired t-test.

Figure S6. Effects disopyramide on peak and late Na channel currents in hiPSC-
CMs from the healthy donor. Peak and late Na channel currents (Ina) were evoked
by the protocol indicated in A (inset). Late Ina was measured at 300 ms after initiation
of the depolarization pulse. TTX (30uM) sensitive currents were analyzed as late Ina.
(A) Representative traces of Ina in absence (Ctr) and presence of disopyramide (10

MM). (B) I-V curves of peak Ina in absence (Ctr) and presence of disopyramide (10 uM).



(C) Mean values of peal Ina at -40 mV in absence (Ctr) and presence of disopyramide.
(D) Mean values of late Ina at -40 mV in absence (Ctr) and presence of disopyramide.

n, number of cells. The statistical significance was examined by paired t-test.
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Figure S2

A I
kr
— Ctr
—— Dis
g 0o L
500ms. 40mV, %

Ikr (PA/pF)

35
3.0
25
2.0
15
1.0
0.5
0.0

n=9

p<0.05

Ctr



Figure S3
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Figure S4
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Figure S5

A INCX B INCX at 60mV c INcx at -100mV
Ctr Dis
—— Ctr 7 (1]
—— Dis . p<0.01 4
™ [T
[TH =
=3 5 5_ 2 n=8
< s < .
0 e et J
5 : 5 4
=2 = . \
HI :
200ms s0mV 0 - P<0.05
-40mV- 2s




Figure S6
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