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1) IKK-P Literature-Dataset

Baxter et al., 2004

0
. 3,/NH2
NH
\ /)
0
HoN

CAS 354811-10-2
ICSU =13 nM

com pound 4

/O S NH,

\ / O
NH

o=
NH.,
CAS 354310-95-0
IC50 =50 nM

HO
NH,
S
\ / O
NH
o=
NH,

CAS 354811-01-1
IC 5o = 100 nM

NH,
S
\ / O
NH
o=
NH,
CAS 354810-80-3

IC50= 25 nM

NH

NH,
CAS 354811-06-6
IC 50 = 200 nM

NH

NH,
CAS 354311-04-4
IC s = 100 nM

NH

NH,
CAS 354810-86-9
IC 5o = 63 nM

NH,
CAS 354811-09-9
IC 59 = 300 nM

NH

NH,
CAS 3543810-83-6

IC50= 40 nM

S NH
s 2
\ / O

NH

o=

NH,
CAS 354810-98-3
IC50 =63 nM

S2



Bingham et al., 2004°
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Bonafoux et al., 2005*
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Newton et al., 2007°
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Morwick et al., 2006
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Olsen et al., 2004
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Murata et al., 2004a'?
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Murata et al., 2004b"

NH

CAS 744217-81-0
IC s = 560 nM

CAS 744217-83-2
IC50 =14 nM

CAS 744217-85-4
ICSU =14 nM

CAS 744910-98-2
IC50 =15nM

CAS 406208-17-1

IC50 =5nM
NH
N =
0 | N
~
N~ NH,
OH

CAS 744217-86-5
1050 =81 nM

CAS 721394-10-1
ICSO =34 nM

CAS 744217-84-3
ICSU =6 nM

CAS 744217-87-6
ICSO =5nM

S16



CAS 732239-51-9 CAS 406208-21-7

ICsp =3 nM ICsg =4 nM
compound 3
H
N
N
4
OH | N
b
N NH,
OH
CAS 406208-16-0 CAS 744217-98-8
IC50 =9 nM IC 5o =270 nM
H H
N N

\L Q N N

Yo Yo
— —
N NH» N NH5
OH OH
CAS 406208-52-4 CAS 740792-29-4
ICSO=241’]1\/.[ IC50=151']1V.[

CAS 744217-88-7

IC50= 26 nM

CAS 744217-90-1

IC5 =120 nM
H
N
0 X
w
N
OH

CAS 744217-92-3

IC50= 20 nM

S17



ZT

OH

CAS 406208-63-7
IC50 =25nM

CAS 406208-42-2

IC50=8.51’1M
NH
_N
-~
OH
0
- N7 > NH,

CAS 744217-80-9
IC 4 =20 uM

OH

CAS 744217-93-4
1050 =50 nM

ZT

OH

CAS 744217-54-6
ICSU =12nM

CAS 744217-94-5

ICso= 15 nM
H
N
//N
0 | N
—
N~ NH,
OH

CAS 744217-95.6
ICsp= 110 nM

S18



Haddad et al., 2005"
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Waelchli et al., 2006
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2) Molecular docking of biologically active compound into a homology model of IKK-f3

The homology model of IKK-f3 was available from the SWISS-MODELER repository.'**
Docking experiments were conducted using GOLD 3.1.*' A starting 3D geometry for
compound 8 was generated with CORINA*, a commonly used 2D to 3D molecular
structure converter. Afterwards, we selected the hinge region (Glu97) acceptor- (Cys99)
donor- (Cys99) acceptor as essential constraints for the docking experiments. Lauria et al.,
who recently reported a docking-based molecular modeling study on IKK-f3 inhibitors,
emphasized that the protein flexibility has to be accounted for in order to retrieve more
reliable results.” Following these findings, we conducted induced-fit docking in GOLD by
defining the gatekeeper residue Met96 as flexible.
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