Supporting Information S1

Original recordings and analysis
Original recordings of contraction patterns of four EHTs are presented under baseline

condition and in the presence of proarrhythmic compounds.

E-4031 original recordings
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E-4031 1 nM



—
L oo opi e & 2 -
ey P N
£ e
(A
b
P (Bt 11||Jﬂ
—-— -
I i T 2
i ]
I T e
- P - —— T i = -
L N -
gt &
—— — == Nt % = e p :
iy I S PR
T =
[ = = e i £ i Bl _,_"
e . e
—— e et A bt
iy [P AP T P S
i = e m o i RS
- N Py
I A g :
o BT
g e B [ L . S=
-
-, Ci ==t
g
i = Bl na e
B o =
PR G S
r EpteT
e g
EC = g i
R SIS S L = P
L g En
I
i — mh
.
! [psesare -
P ——— "
| el
! R
-
- mn...lhauﬂﬂ-.r SRR B ™
ol -t = e e dai )
e e o i A
— k] 13 b st}
. "
L - e g R
: -
rre R = i
e L A .
e [
fet e o U e iy
Epee= et
b—s—a-mpl—— ———y
[
it rr] == =y
& -
B i T - ; i ..
2 S
—r—e b ued e g Ioh = i pe
L gl
5ot H & W
e o
- &
w m S B i ¥
—— | ] ; ™ e =
= b e
o merl e
B = e E
=
|l =
AR -
= R
= —
. = N Y S Mi.
5 3 8 :
- - B ®
_. H H" e ] & B

E-4031 3 nM




— -
.m.l..l.n.llu..l.l.l...ol..:...l....'.. .\.
i [T meteall
R S W L, __ i
|y et st
= I T W o] .
MInﬂ-L.-ITI-T‘l..Ilq. -
. e e e
"
| e e s __ Wmmﬂul... y
muﬂnnrl..lul.llrl.TUII TR :
"
.u & == e e
& S S W T o il
= it
— = =
; - = llll...l.lﬂ
_ = a I P
-t 5
N e = ) s st == i
[ =i ) _.
.J - [ R a— L ] -
| =
.|r ™
I — _ e
bt
-.m —r g
e
- T Ly _
it =
I
e = | = i - e el ._ |
= - X
. [
| e r.luln ._
.|o|l.|||||l|!|o-.-|-1lillfl G - m “m ”ﬂ “ : paans
.|.. m._-.uu.l..l.u.-...ll-..ll_lr.-.. i
= L o eagrm] e e AN st
Eas L sraspre] (s :
P i z ..IH..._....
———
! e ey 1
" e
B B e o Ty =
e ] _
= s i = ] ..bru. = = :
N [ S T, ot I - ll.lluu
g =Rt
| . En...l!llll.r....gll.l.
i"l.TllrI‘.-Tot.—Hmm = - B =
r_ = R o =
e P - b e
! = u
e e i il : b |
| ot gt _:
o[ R
m J I e
; I
B
i == = A =
I N s e i S
. o i i
| st
> = s u B eten sl m llm
| .
i gt -1 ; b - o P
| e fp e
— g : Lo,
=X TR ; - O o et el :
i — E
4 - ——— -
3 =t
L = | 4ns et s =] P | . o o
| s st
P (S SR e, ot o
&
= e e = _
*ﬂﬂuﬂsﬂl :
I-.|||l.||l.lnl1l..l-‘l|l 7
e KU
= JP IO WS IC = = il .L
P B L, __ E
e S i -
JH P e e
e ¥

E-4031 10 nM



E-4031 30 nM
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Analysis E-4031
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Analysis of contraction. *P<0.05 (Student's t-test), 4 biological replicas, bars show means =+
SD. Beats per minute (BPM), contraction time (T1), relaxation time (T2).
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Graphical illustration of irregularity integrating 4 biological replicas. Ordinates indicate the distance
from a given twitch to the following, the abscissa the distance to the previous twitch. Biological
replicas are discriminated by color code.
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Scatter of beat-to-beat variability in the presence of E-4031, *P<0.05 (Mann-Whitney U test), 4
biological replicas, bars show median =+ interquartile range.



Procainamide - original recordings
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Procainamide 1 pM
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Pro_caiqamide 100 uM
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Analysis procainamide
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Analysis of contraction. *P<0.05 (Student's t-test), 4 biological replicas, bars show means +
SD. Beats per minute (BPM), contraction time (T1), relaxation time (T2).

Baseline 1 uM
5000 5000
4000 4000
‘w3000 3000
‘.E‘ 2000 2000
4
1000 L 1000 [ 4
o i
*EF S SR
R [ms] R [ms]
30 uM 100 uM
5000 5000 =
4000 4000
3000 3000
2000 2000
1000~ L 4 1000 = "‘
9 L T T
eSS S
R [ms] R [ms]

10 pM

2000
1000
0

*E S S S

R [ms]

v

300 uM

R [ms]

Graphical illustration of irregularity integrating 4 biological replicas. Ordinates indicate the distance
from a given twitch to the following, the abscissa the distance to the previous twitch. Biological
replicas are discriminated by color code.



1250 * %
1000

750

500

250

Scatter R-R [ms]

BL 1 10 30 100 300
Procainamide [uM]

Scatter of beat-to-beat variability in the presence of procainamide, *P<0.05 (Mann-Whitney U test), 4
biological replicas, bars show median + interquartile range.



Quinidine - original recordings

Quinidine baseline
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Quini_giilne 10 nM
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Qujni_giine 300 nM
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Analysis quinidine

BPM Force Contraction velocity
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Analysis of contraction. *P<0.05 (Student's t-test), 4 biological replicas, bars show means =+
SD. Beats per minute (BPM), contraction time (T1), relaxation time (T2).

Baseline 10 nM 100 nM 300 nM 1000 nM
5000 5000 5000: 5000 5000:
4000 4000 4000 4000 4000
@ 3000 3000 3000 3000 3000
E 0 2000 2000 2000 2000 ﬁ:
% oo @ 10004 # 1000 ¥ o0 # 1000 ™
] ] ] ] ] 1 ] ] ] ] ] 1 o ] ] ] ] ] 1 ] LI | ] ] 1
S S NS S S S NS ML
R [ms] R [ms] R [ms] R [ms] R [ms]

Graphical illustration of irregularity integrating 4 biological replicas. Ordinates indicate the distance
from a given twitch to the following, the abscissa the distance to the previous twitch. Biological
replicas are discriminated by color code.
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Scatter of beat-to-beat variability in the presence of quinidine, *P<0.05 (Mann-Whitney U test), 4
biological replicas, bars show median + interquartile range.



Sertindole - original recordings
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Analysis sertindole

BPM Force Contraction velocity
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Analysis of contraction. *P<0.05 (Student's t-test), 4 biological replicas, bars show means =+
SD. Beats per minute (BPM), contraction time (T1), relaxation time (T2).
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Graphical illustration of irregularity integrating 4 biological replicas. Ordinates indicate the distance
from a given twitch to the following, the abscissa the distance to the previous twitch. Biological
replicas are discriminated by color code.



2000+ *

1000

Scatter R-R [ms]

BL 1 10 30 100 300
Sertindole [nM]

Scatter of beat-to-beat variability in the presence of sertindole, *P<0.05 (Mann-Whitney U test), 4
biological replicas, bars show median + interquartile range.



Cisapride - original recordings

Cisapride baseline
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Cisapfi_de 0.3nM
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Cisapride 3 nM
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Analysis cisapride

BPM Force Contraction velocity
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Analysis of contraction. *P<0.05 (Student's t-test), 4 biological replicas, bars show means =+
SD. Beats per minute (BPM), contraction time (T1), relaxation time (T2).
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Graphical illustration of irregularity integrating 4 biological replicas. Ordinates indicate the distance
from a given twitch to the following, the abscissa the distance to the previous twitch. Biological
replicas are discriminated by color code.



2000+ * %

1000

Scatter R-R [ms]

o
L

BL 0,3 3 10 30 100
Cisapride [nM]

Scatter of beat-to-beat variability in the presence of cisapride, * P<0.05 (Mann-Whitney U test), 4
biological replicas, bars show median + interquartile range.



Ampicillin - original recordings
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Ampicillin baseline
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Analysis ampicillin
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Analysis of contraction. *P<0.05 (Student's t-test), 4 biological replicas, bars show means =+
SD. Beats per minute (BPM), contraction time (T1), relaxation time (T2).
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Graphical illustration of irregularity integrating 4 biological replicas. Ordinates indicate the distance
from a given twitch to the following, the abscissa the distance to the previous twitch. Biological
replicas are discriminated by color code.
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Scatter of beat-to-beat variability in the presence of ampicillin, *P<0.05 (Mann-Whitney U test), 4
biological replicas, bars show median + interquartile range.



