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11. HPLC traces of compounds 6, 7, 13, 16 and 17

Intens. Y Chromatogram, 254 nn
[mALL J
O/ o)
<y
100 0 ;
/ ijﬁig 3
80 (o)
6
60-
404
201 |
{
i+ 1 . = J \-._._“__'4___ —_—
Intens. UV Chromatogram, 254 nn
[mAUL Blank
100
80-
60-
40-
20-
G_‘_\_ —— wan - —— S —— — -
10 15 20 25 10 15 40 45 Time [min]
# RT [mn] Chromatogram Area Area% AreaFrac %
1 1.40 UV Chromatogram, 254 nm 0.4612 0.32 032
2 203 UV Chromatogram, 234 nm 0.4404 0.30 0.30
3 2984 UV Chromatogram, 234 nm 1451688 10000 99.18
4 330 UV Chromatogram, 234 nm 03311 0.23 0.23
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UV Chromatogram, 234 nm
UV Chromatogram, 234 nm
UW Chromatogram, 234 nm
UV Chromatogram, 234 nm
UV Chromatogram, 234 nm
UV Chromatogram. 234 nm
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Area  Area%
93444 3.07
1.0072 0.33
1.3124 0.43
3.7260 1.88
0.2847 0.09
02607 0.09
02438 0.08
(0.2788 0.0a
304 5829 100.00
1.2427 0.41

45 Time [min]

Area Frac. %

2.88
0.31
0.40
1.77
0.09
0.08
0.08
0.08
93.02
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Y Chromatogram, 254 nmy

[MAUH
200 6
1504
1004
50
o 1. 234 5 L 7
Intens. U Ch It , 254
o] Blank romatogram nm
200
1504
1004
501
ob—— . . . . : : :
10 15 20 25 30 a5 40 45 Time [min]
# RT [min] Chromatogram Area Area% AreaFrac %
1 235 UV Chromatogram_ 234 nm 0.26120 0.00 0.09
2 248 UV Chromatogram, 234 nm 0.16618 0.06 0.06
3 235 UV Chromatogram, 234 nm 038519 0.14 0.14
4 239 UV Chromatogram, 234 nm 0.59467 0.21 0.21
5 276 UV Chromatogram, 234 nm 0.61517 0.22 0.22
6 288 UV Chromatogram_ 234 nm 28127780 100.00 09.25
7 347 UV Chromatogram_ 234 nm 0.09038 0.03 0.03
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Intens. UV Chromatogram, 254 nm|
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Intens. ] UV Chromatogram, 254 nim|
(AUl Blank
2001
150
1004
501
= . . : — . :
10 15 20 25 30 a5 40 45 50  Time [min]
# RT [min] Chromatogram Area Area% Area Frac %
1 1.89 UV Chromatogram, 254 nm 01974 0.07 no7
2 193 UV Chromatogram, 2534 nm 03754 0.13 0.13
3 190 UV Chromatogram, 234 nm 02536 0.09 nos
4 206 UV Chromatogram, 254 nm 15477 0.33 052
5 242 UV Chromatogram, 234 nm 2906111 10000 9739
& 262 UV Chromatogram, 254 nm 35006 124 121
7 271 UV Chromatogram, 234 nm 1 8080 0.62 061
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Intens UV Chromatogram, 254 nr
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Intens A U Chromatogram, 254 nm
[mﬂuf Blank
150
100
=0
[ — — R
10 15 20 25 30 a5 40 45 Time [min]
# RT [min] Chromatogram Area Area% AreaFrac %
1 1.87 UV Chromatogram, 234 nm 1.0748 0.45 0.41
2 210 UV Chromatogram, 234 nm 4 89460 204 1.87
3 226 UV Chromatogram. 234 nm 2357 (.98 080
4 235 UV Chromatogram, 234 nm ~ 240.0136 100.00 01 64
5 273 UV Chromatogram, 234 nm 5.1806 2.38 236
& 279 UV Chromatogram. 234 nm 6.5033 27N 248
7 294 UV Chromatogram, 234 nm 0.8769 0.37 033
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12. Protein purification, crystallization and structural determination

CBP bromodomain was expressed and purified by following the protocol described previously.?’
Protein was concentrated to 20 mg/ml in the buffer of 20 mM HEPES, pH 7.4, 500 mM NacCl, 5%
glycerol and 0.5 mM TCEP for crystallization. The co-crystal of 16 bound to CBP bromodomain was
grown by sitting-drop vapor diffusion at 277 K in 0.1 M Morpheus® Buffer System 3, pH 8.5, 37.50%
viv MPD_P1K_P3350 and 0.09 M NPS at al:1 (v/v) ratio of protein/ligand to reservoir buffer. Crystals
were cryoprotected by crystallization buffer supplemented with 20% ethylene glycol prior to freezing
in liquid nitrogen. Diffraction data were collected at the X06SA beamline at the Swiss Light Source,
Paul Scherrer Institut, Villigen, Switzerland. Data was integrated with XDS* and scaled with
AIMLESS.® Structure was solved by molecular replacement with Phaser®® using PDB 3DWY as a
search model. Model building and refinement was performed with Coot®? and Phenix,*® respectively.
Programs used for crystallographic data processing and analysis were supported by the SBGrid
Consortium®. The statistics of data process and refinement are summarized in Table S3.

Table S4. X-ray data collection and refinement statistics for co-crystal structure of the CBP
bromodomain with compound 16.

Data Collection

PDB ID 5NLK
Space group P212121
Cell dimensions

a, b, c(A) 37.38,40.81, 87.38

a B,y 90.00, 90.00, 90.00
Resolution (A) 40.81 - 1.80
Unigue observations? 12880(745)
Completeness? 99.3(99.8)
Redundancy? 12.6(13.5)
Rmerge? 0.164(0.689)
I/ol? 9.9(2.6)
CC 122 0.99(0.94)

Refinement
0.176(0.227

Rwork/Rfree? /0.216((0.333))
R.m.s. deviations of
bond lengths (A) 0.005
R.m.s. deviations of
bond angles (°) 0.989
Average B-factor (A2

Protein 35.23

Ligand 32.10

Wwater 42.50
Ramachandran

Favored (%) 99.12

Allowed (%) 0.88

Disallowed (%) 0
2 Highest resolution shell is shown in parentheses.
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Figure S10. 2mFo — DFc electron density maps of ligand 16, structural water molecules and key
residues of the CBP bromodomain; PDB code : SNLK
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