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Computational methods

The 3D structure of compound 6 was generated using the tool Maestro, implemented in the
Schrodinger Suite (Schrodinger Release 2017-2: Maestro, Schrodinger, LLC, New York, NY,
2017) and optimized using the tool Macromodel.

The automated docking experiment was carried out using TUB075-tubulin complex (pdb id:
6FK]). A three-dimensional cubic grid, consisting of 50x50x50 points with a spacing of 0.375 A,
was defined at the colchicine binding site. Electrostatic, desolvation, and affinity maps for the
atom types present in the ligand was calculated using AutoGrid 4.2.6 and then the Lamarckian
genetic algorithm implemented in the automated docking program AutoDock4.2.20 Intra- and
intermolecular energy evaluation of each configuration allowed the selection of the best-scoring

solutions.
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Figure S1. Inmmunofluorescence staining of a-tubulin in Hep-2 cells: (A) SALO12 at 100 uM;

(B) SALO12 at 10 uM; (C) SALO12 at 1 uM; (D) SALO012 at 0,3 uM; (E) TUBO1S5 at 10 uM;
(F) nocodazole at 10 uM; (G) Control (DMSO)
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Figure S2. Proposed binding pose for compound 6 (salmon sticks) at the colchicine
binding site in tubulin (PDB: 6FKJ) (a-tubulin shown in green and B-tubulin in cyan).

Selected residues of the binding pocket are shown in sticks and labelled. Dashed lines
represent hydrogen bonds.

sS4



Compound 6
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Compound 12
MHz, DMSO-db)
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Compound 13
"H NMR (400 MHz, DMSO-ds)
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Compound 14

'"H NMR (400 MHz, DMSO-ds)
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Compound 15

o o =) o o o
o (=] o (=3 o (=] o (=] o o (=3 o o (=3 o
(=] o o o o o (=3 o (=] o o (=3 o (=3 I=)
< 3] N - S S S S =] =] =] S S S =1
— - - — — (=} 0 ~ ©o 2] <+ ™ [ — o [
L L L L L L L L L L L L L L L L
o J 1
69'€ = Fooe
©
=
o)
~
N oos q
H 002
20z
M €0
114
S e
O 61 ]
NI — 2001
o —
R oes -F e - REOT
9e7L €07
M sezf T 60
ov'L
) —_— P .
N 852 ﬁ 6T
852 —_
092 (@]
09
= 87
68
06°2
1627
166 — — 2T \U 10T
YEOT — — (@] - Feot
1611 — — - Feot

9.0

13.0 12,5 12.0 11.5 11.0 10.5 10.0 9.5

f1 (ppm)

(=] (=3 o o (=] o o o o (=3 o o
o (=3 o (=] o (=3 o o o (=3 o o o
o o o o o o o o o o o o o
o n o wn (=] n o wn o n o o n
o wn 2] <+ < ™ ~™ o~ o~ — — wn o 0
L L L L L L L L L L L L L L
—~ 9T — -—
O
=
o)
~
HZ
i
o
i
N
M bLS0T = 3
PS'60T ~_ —
/SsrTi~ —4
1) 61T — _
S9'61T —
— =
12021 "
60421 — -
SE0ET ~ ]
5801~
9b'EET T
o ZT i
£8'bbT — (@] -
61'4ST — w -—
$T09T — -—
£6'99T — ZT -

T T T T T T
170 160 150 140 130 120 110

T
180

f1 (ppm)

S9



Compound 16
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Compound 17
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13C NMR (101 MHz, DMSO-ds)
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Compound 18

H NMR (400 MHz, DMSO-ds)
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Compound 21
H NMR (400 MHz, DMSO-ds)
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