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Supplementary Figure S1. Cytotoxic activity of compounds 5c and 5e compared to
TBB and SAHA towards human T-leukemia cells of Jurkat line .
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Supplementary Figure S2: PyMOL stick and cartoon representation of the binding of a
substrate-like molecule (yellow sticks) to HDAC-8 (green) such as it appears in PDB
structure 2VSW. The main amino acids involved in the binding are represented as sticks

.2 . o
and the catalytic Zn " and the water molecule that completes its coordination sphere are
represented as a grey and red sphere respectively. Hydrogen bonding and coordinating
interactions are shown as dashed lines and the residues involved are labelled in bold.
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Supplementary Figure S3: PyMOL stick and cartoon representation of the docking
poses obtained for the series of new ligands in HDAC1. The main amino acids involved

in the binding are represented as sticks and the catalytic Zn2+ is represented as a grey
sphere. Hydrogen bonding and coordinating interactions are shown as dashed lines and
the residues involved are labelled in bold. Compounds 5a to 5d are coloured in shades
of yellow, Se and 5f are coloured in shades of blue, and 5g and 5h are coloured in
shades of pink.
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Supplementary Figure S4: PyMOL stick and cartoon representation of the binding of
slow-hydrolisis-rate ATP analog ANP (cyan sticks) to the alpha subunit of CK2 such as
it appears in PDB structure 1DAW. The main amino acids involved in the binding are

represented as sticks, the two MgZJr and the water molecules that complete the
coordination spheres are represented as green and red sphere respectively. Hydrogen
bonding and coordinating interactions are shown as dashed lines and the residues
involved are labelled in bold.
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Supplementary Figure S5: PyMOL stick and cartoon representation of the binding of
TBB (magenta sticks) to the alpha subunit of CK2 such as it appears in PDB structure
1J91. The main amino acids involved in the binding are represented as sticks, the

hydrogen bonding interactions are shown as dashed lines and the residues involved are
labelled in bold.
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Supplementary Figure S6: PyMOL stick and cartoon representation of the binding of
tetrabromobenzoimidazole (white sticks) to the alpha subunit of CK2 such as it appears
in PDB structure 20XY. The main amino acids involved in the binding are represented
as sticks, the halogen-bonding interactions are shown as dashed lines and the residues
involved are labelled in bold.
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Supplementary Figure S7: PyMOL stick and cartoon representation of the docking
poses obtained for the series of new ligands in CK2. The main amino acids involved in
the binding are represented as sticks. Hydrogen bonding and halogen bonding
interactions are shown as dashed lines and the residues involved are labelled in bold.
Compounds Sa to 5d are coloured in shades of yellow, Se and 5f are coloured in shades
of blue, and 5g and Sh are coloured in shades of pink.
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Supplementary Figure S8: PyMOL stick and cartoon representation of the
superimposition of the HDACI1 structures from the SWISS MODEL (green) and the
HDACT crystal structure as it appears in PDB structure 4BKX. The main amino acids
of the active site are represented as sticks in the close up (right) where the acetic acid

present in 4BKX is not shown for clarity. The catalytic Zn” and the structural K* in
4BKX, which occupy the same positions as the cations in the HDACI1 model, are
represented as grey and purple spheres, respectively.

S9



(44
vm.NW
mo.N

SC9—

608 —

€6'6 —
ToT —

5a

J

Foct

Feeo

E16°0
=1€'T

1.5 1.0 0.5 0.0

2.0

2.5

3.5

4.0

100 95 90 85 80 75 70 65 60 55 50
f1 (ppm)

10.5

EPPE —

01’9 —
SECS —

S0°90T —

TTPTIT ~
08'9TT —
86'€CT

9.1 V
S8'6¢T ~_
0L'TET —

L9'SPT —

08°04T —

5a

180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

190

S10



6ET
T
€T
Sb'T
VT
€1
seth
LT
60T o
181/
87T
P

Ce C7

D!
3
6T
A ———
E€p
w9 — .
60'8— — i,
58'6— — ‘
00T — . N
a

Fest

ot

Tsz0
7580

10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0 4.5 4.0 35 3.0 2.5 2.0 1.5 1.0 0.5 0.0
f1 (ppm)

10.5

€T —

688C —
ob'ce —

9'St —
IS —

€8'90T —

64'STT —

TE'ELT ~,
vrrezr/
58'821 —
LLTET S

0T ~
88'vPT —

96'CLT —

5b

170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

180

S11



88'L— e

£8'8— —
05°0T — —_

Q

LN

EIPT

=19°0-

F00C

Feoe

890

F-080

F120

3.0 2.5 2.0 1.5 1.0 0.5 0.0

35

4.0

105 100 95 90 85 80 75 70 65 60 55 50
f1 (ppm)

11.0

96°9¢ —
1L —

6b'Sh —
Sb'6v —

08'90T —

SL'STT —

€T ~
e/
£5'87T —
T8'TET —

€0°TrT —
06'vbT —

8'S9T —

160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

170

S12



6€'T
W't
b1
89'T
7T
€T
9T T
PoTE
6T\
661/
oz f D
€]
S€'T
oc's

e\ — - -
4383 7 Fooz

SE'€

hes1
heg'1
k60’1
p00'T

STh\
Try — st
og/

ST'S .
e} ——

S8°L— —_ — 60

61°0T — —

5d

11.0 105 100 95 90 85 80 75 70 65 60 55 50 45 40 35 3.0 25 20 15 1.0 05 0.0 -05
f1 (ppm)

11.5

o W

14901 — -

€L°GTT — -

68°2CT ~_
Sy'eeT "

05821 — —_—
L1 — -

S0°TYT — -

€8'PbT — —

6621 — —_—

5d

s

170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20
f1 (ppm)

180

S13



£5°T

EEN4
mm.Nw

e
9'E /

liad
6v'% AN
134
€0°S
S0°S
L0'S /

08'L—

88—

8¥°0T —

Se

r

)

Fzeor-

F ooz

HY 20T
W £1T

T eo

W 080

;_,Y 6L'0

1.0 0.5 0.0

1.5

3.0 2.5 2.0

3.5

4.0

5.0

105 100 95 90 85 80 75 70 65 60 55
f1 (ppm)

11.0

9b'Sh —

9€'95 —

T9ETT —

0T°€ZT —
85°67T —

9T T~
05wt

78'99T —

Se

160 150 140 130 120 110 100 90 80 70 60 50 40 30 20
f1 (ppm)

170

S14



S6'T
L6'T A
86'T

Nv.m

O
7

o'e

9T
8T V

o€t /

S0'S
L0'S AN
80°S

98 L —

0b'0T —

5f

AL

Tooz

e

1.0 0.5 0.0

1.5

105 100 95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20
f1 (ppm)

11.0

89'ST
06'ST
S6'87 "

8L'8Yy —

6£'95 —

8S°ETT —

67T —
€5°67T —

NN.NE
W THT v

20°89T —

5f

180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

190

S15



w®e
bE'E W
9€'E

LTS
8T'S
oN.m\

656 —

STL~_
e

we

SLL
86'L —

YOI —

59

Bet
Fest

Fooz

Fsct
960

1.0 05 0.0

1.5

2.0

25

11,5 11.0 105 100 9.5 9.0 85 8.0 7.5 70 6.5 6.0 5.5 50 45 4.0 35 3.0

12.0

f1 (ppm)

6v'LT—

€005 —
SLTS—

YELOT —

8C91T —

90'H2T ~_
w8zt

Trecr A
80°62T —

PETET ~_
96'2ET -

09'6€T
80'€bT ~_
TH'SHT ~

0TH9T —

59

160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

170

S16



et

L

LTE—

e
A

Lv'E

e/

0
05
606/

L85 —

STL~
pre

0L'L—
we s
68'L —

5h

Fst

8'T

Foor

0.5

1.0

1.5

8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0
f1 (ppm)

8.5

L000—

6S°ETT —

627°€2T ~_
95°STT ~_
92 (2T~
6521

brCET —

86'8ET —
LY THT
hm.NE V

79°€9T —

160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

170

S17



