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Figure S1: Examples of whole cell K+ currents recorded in HEK293 T cells expressing
recombinant SK3 channels before and after application of 10 uM 4a, 4b1, 4b2 and 4c
compounds with or without 10 nM apamin (specific pore blocker of SKCa channel) during
three minutes. Currents were generated by ramp protocol from +100 mV to -100 mV in 500
ms from a holding potential of 0 mV.
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ESI-2 MTT assays

1,0
0,8
>
2 0,6
=
E
0,4
0,2
0,0 .
Vehicle 43 4b1 4b2 4c

Figure S2: Cell viability of compounds 4 determined with the tetrazolium salt reduction
method (MTT). HEK293T cells expressing recombinant SK3 channel were either treated with
vehicle (0.6%o ethanol/0.4%0 DMSO) or 10 uM GPGEL for 48h. Results from 3 independents
experiments performed in triplicate are expressed as mean + S.E.M.
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Figure S3-1: *'P NMR (CDCl;) spectrum of compound 3a.
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Figure $3-2: '"H NMR (CDCl;) spectrum of compound 3a.
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Figure S3-3: 3C NMR (CDCl,) spectrum of compound 3a.
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Figure S3-4: 2D NMR - COSY (CDCl;) spectrum of compound 3a.
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Figure S3-5: 2D NMR - HMQC (CDCl;) spectrum of compound 3a.
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Figure S3-6: 2D NMR - HMBC (CDCI;) spectrum of compound 3a.
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Figure S3-7: *'P NMR (CD;OD) spectrum of compound 4a.
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Figure $3-8: '"H NMR (CD;0D) spectrum of compound 4a.
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Figure S3-9: *C NMR (CD;OD) spectrum of compound 4a.
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Figure S3-10: 2D NMR - COSY (CD;0D) spectrum of compound 4a.
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Figure S3-11: 2D NMR - HMQC (CD;0D) spectrum of compound 4a.
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Figure S3-12: 2D NMR - HMBC (CD;0D) spectrum of compound 4a.
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Figure S3-13: *'P NMR (CDCl;) spectrum of compound 3b1.
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Figure S3-14: '"H NMR (CDCl;) spectrum of compound 3b1.
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Figure S3-15: *C NMR (CDCI;) spectrum of compound 3b1.
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Figure S3-16: 2D NMR - COSY (CDCl;) spectrum of compound 3bl.
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Figure S3-19: 3p NMR (CD;0D) spectrum of compound 4b1.
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Figure S3-20: '"H NMR (CD;OD) spectrum of compound 4b1.

22



Electronic Supplementary Material (ESI) for Medicinal Chemistry Communications
This journal is © The Royal Society of Chemistry 2012

OH

HO

67L”
LIL”
889"
8z0°
e
LST”
919"

979"

€67
299°
ie8”
T00°
ur
et
L1g”
961"

602"
(AT
9z¢”
ELE
99%°
970"
895
SEL”
233

SvL°%

915°
95"
¥SL
e
0¥’
BEL
sEe”
196
981"

768’

1A

OH

OH a

R AN PSRN

7
k=

Wl——

Figure $3-21: *C NMR (CD;0D) spectrum of compound 4b1.
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Figure S3-22: 2D NMR - COSY(CD3;0D) spectrum of compound 4b1.
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Figure S3-23: 2D NMR - HMQC(CD;3;0D) spectrum of compound 4b1.
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Figure S3-24: 2D NMR - HMBC(CD;0D) spectrum of compound 4b1.
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Figure S3-25: 3p NMR (CDCl,) spectrum of compound 3b2.

MWMMHW\MNMWVWW‘MWNWMNN\N@MMWW W

1

10

f
i

15

ppm

-15

-10

27



Electronic Supplementary Material (ESI) for Medicinal Chemistry Communications
This journal is © The Royal Society of Chemistry 2012

OAc
AcO Q
AcO OAc
OA
0 Q
Ac
OAc 0
!L—o/\(\o
O @ OCHs
EtsNH
E
Q.
(=}
[ 10
07870 =
BS8°0 \
vie 0 N\ 9'606¢
9LT T | ©
TEZ'T \ -
ey
e %§ 8PELYE
0EE T ——— e
58E°T f [ i — SS8FL
EOT?‘I/_ - 0'L002
4 20 /
8257 T
086°T
£00°7 ——Su I
6€0°2 ——= o
540 Z/ —_
3012 T
veETz — 89

W\

o1 —
o €O WO
@ =

IV N

==
886"
235"
§E9 "

WAV NSFILLSS SIS AMNMO MMM

NN

=
©

6.5

Figure S3-26: '"H NMR (CDCl;) spectrum of compound 3b2.
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Figure S3-27: 3C NMR (CDCl,) spectrum of compound 3b2.
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Figure S3-28: 2D NMR - COSY (CDCl;) spectrum of compound 3b2.
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Figure S3-29: 2D NMR - HMQC (CDCl;) spectrum of compound 3b2.
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Figure S3-30: 2D NMR - HMBC (CDCl;) spectrum of compound 3b2.
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Figure S3-31: 3p NMR (CD;0D) spectrum of compound 4b2.
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Figure S3-32: '"H NMR (CD;OD) spectrum of compound 4b2.
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Figure S3-33: 3C NMR (CD;0D) spectrum of compound 4b2.
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Figure S3-34: 2D-COSY NMR (CD;0D) spectrum of compound 4b2.
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2D-HMQC NMR (CD;0D) spectrum of compound 4b2.
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Figure S3-37: P NMR (CDCl;) spectrum of compound 3c.
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Figure S3-38: '"H NMR (CDCl,) spectrum of compound 3c.
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Figure S3-39: *C NMR (CDCI;) spectrum of compound 3c.

20

[hes Ea

T

ppm

10

80 70 60 50 40 30

90

100

I Ranas e

160 150 140 130 120 110

170

41



Electronic Supplementary Material (ESI) for Medicinal Chemistry Communications

This journal is © The Royal Society of Chemistry 2012

CH3

Et,NH

OAc
AcO-
AcO

urcld 0'T

o
™

.

I

I

|

I

I

I
[ R

VoA

|

e

x#’,,.«l JQ_;JEW; %JSJQ?

42

Figure S3-40: 2D NMR - COSY (CDCl;) spectrum of compound 3c.
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Figure S3-41: 2D NMR - HMQC (CDCl;) spectrum of compound 3c.
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2D NMR - HMBC (CDCl;) spectrum of compound 3c.
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Figure S3-43: *'P NMR (CD;0D) spectrum of compound 4c.
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Figure $3-44: "H NMR (CD;OD) spectrum of compound 4c.
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Figure S3-45: *C NMR (CD;0D) spectrum of compound 4c.
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Figure S3-46: 2D-COSY NMR (CD;0D) spectrum of compound 4c.
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Figure S3-48: 2D-HMBC NMR (CD;0D) spectrum of compound 4c.
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Figure S4-1: IR spectrum of compound 3a.
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Figure S4-2: IR spectrum of compound 3b1.
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Figure S4-3: IR spectrum of compound 3b2.
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Figure S4-4: IR spectrum of compound 3c.
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Figure S4-5: IR spectrum of compound 4a.
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Figure S4-6: IR spectrum of compound 4b1.
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Figure S4-7: IR spectrum of compound 4b2.
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Figure S4-8: IR spectrum of compound 4c.
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