Supporting Information

Discovery of Inhibitors of Four Bromodomains by
Fragment-Anchored Ligand Docking

Jean-Rémy Marchand’, Andrea Dalle Vedoveb, Graziano Lollib, and Amedeo Caflisch™ *

“Department of Biochemistry, University of Ziirich, CH-8057, Ziirich, Switzerland

°Centre for Integrative Biology, University of Trento, [-38123, Povo, Italy

*E-mail: caflisch@bioc.uzh.ch

S1



CONTENTS

S1.

S2.

S3.

S4.

SS.

Detailed description of the screening library.............................. Page S3
Statistics of docking scores with respect to experimental data......... Page S4
Alphascreen/BROMOscan dose-response Curves............eeeevennn... Page S6
X-ray crystallization data..................oooiiiiiii Page S8
Docking and experimental data for all tested molecules................ Page S9

S2



Supplementary information 1. Detailed description of the screening library.
The library was compiled from the Lausanne Bioscreening Facility chemical library
It is an assembly of five sets from seven vendors, detailed on their website at
http://bsf.epfl.ch/collections#faq-568582. In details, it contains the following libraries:
- Chemically Diverse Collection (CDC). 53929 molecules from Enamine, ChemDiv, Life
Chemicals. Those are representing the commercially available chemical space, covered
with an average redundancy of six compounds per cluster enriched with 3D structures and

sp3 centers.

- Natural products-inspired set (CDC extension). 13’433 molecules from Enamine,
ChemBridge, Life Chemicals. Those are synthetic molecules designed and selected by
using all commercially available natural products and derivatives as reference.

- Protein-Protein Interaction (PPi). 5’441 molecules from Life Chemicals. Compounds
chosen by PPi machine learning method (895) and PPI rule of four (4°546)

- Natural Products (NPs). 2°649 molecules from Analyticon and InterBioscreen. Purified
organic molecules from fractionated extracts of two sources, plants and bacteria.

- The Prestwick Chemical Library (PCL). 1’280 compounds from Prestwick Chemicals. Set
of known bioactive molecules, approved drugs.

Our library did not include their Maybridge HitFinder set nor Kinases inhibitors.
In total, that represents 76’731 molecules
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Figure S1. Distribution of miscellaneous properties of the chemical library: molecular weight,
rotatable bonds, heavy atom, hydrogen bond donor and acceptor counts, logP (as calculated with
the Wildman-Crippen logP calculator of the RDKit).

S3



Supplementary information 2. Statistics of docking scores with respect to experimental results.

Table S1. Distribution of individual energy terms for the 260 molecules tested in vitro.

Total efficiency

Electr. efficiency

Bromodomain Delta electr. <0 < 1.0 keal/mol < 1.0 keal/mol
121/142 67/142 2/142
(unique: 74) (unique: 21) (unique: 0)
<65%:37/142 < 65%: 23/142 <65%: 1/142
ATAD2 (unique: 21) (unique: 7) (unique:0)
KD: 14/19 KD: 10/19 KD: 0/19
(unique: 9) (unique: 5) (unique: 0)
20/30 19/30 0/30
(unique: 20) (unique: 10) (unique: 0)
<65%: 3/3 <65%:3/3 <65%: 0/3
BAZ2A (unique: 0) (unique: 0) (unique: 0)
KD: 0/0 KD: 0/0 KD: 0/0
(unique: 0) (unique: 0) (unique: 0)
8/25 23/25 0/25
(unique:2) (unique:17) (unique:0)
<65%: 4/10 < 65%: 9/10 <65%: 0/10
BAZ2B (unique: 1) (unique: 5) (unique: 0)
KD: 0/2 KD: 2/2 KD: 0/2
(unique: 0) (unique: 2) (unique: 0)
10/38 38/38 0/38
(unique:0) (unique:20) (unique:0)
< 65%: 2/9 <65%: 9/9 < 65%: 0/9
BRDA(1) (unique: 0) (unique: 7) (unique: 0)
KD: 1/3 KD: 3/3 KD: 0/3
(unique: 0) (unique: 2) (unique: 0)
19/25 23/25 0/25
(unique:2) (unique:6) (unique:0)
o/ . o/ . o/ .
CREBBP < 6:5 %: 1/2 < 6§ %: 1/2 < 6:5 %: 0/2
(unique: 1) (unique: 1) (unique: 0)
KD: 172 KD: 1/2 KD: 0/2
(unique: 1) (unique: 1) (unique: 0)
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Table S2. Distribution of individual energy terms for the 192 inactive compounds.

. Electr.
Bromodomain Delta electr. Total efficiency Both efficiency Total
<0 < -1.0 kcal/mol
< -1.0 kcal/mol

84/98 44/98 1/98

ATAD2 (unique: 53) (unique: 14) 31798 (unique: 0) 98/142
18/27 16/27 0/27

BAZ2A (unique: 11) (unique: 9) 7/98 (unique: 0) 27130
4/15 14/15 0/15

BAZ2B (unique:1) (unique:11) 313 (unique: 0) 15/25
8/29 29/29 0/29

BRDA4(1) (unique: 0) (unique:21) 8/29 (unique: 0) 29/38
18/23 22/23 0/23

CREBBP (unique:1) (unique:5) 17/23 (unique: 0) 23/25
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Supplementary information 3. Alphascreen dose-response curves for compounds 2-12 and 14-
26, and BROMOscan dose-response curves for compounds 1 and 13 (in duplicates).
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Supplementary information 4. X-ray crystallization data

Figure S2. 2Fy-F¢ map, contoured at 1o, showing electron density for compounds 1 (in complex
with BAZ2A, PDB code 50RS, panel A), 13 (in complex with BAZ2B, PDB code 5SOR9Y, panel
B) and 30 (in complex with BAZ2B, PDB code 5ORB, panel C). Protein matrices are shown in
white with relevant amino acids as sticks, bound compounds are shown as green sticks, hydrogen
bonds as yellow dashed lines and bridging water molecule as red spheres.

Table S3. Data collection and refinement statistics

| BAZ2A/cmpl | BAZ2B/cmp13 | BAZ2B/cmp30
Data Collection
Space group P3,21 C222, C222,
Unit-cell a=9514 a=281.44, a=280.91,
parameters (A) b=95.14 b =96.65, b=96.79,
c=32.65 c=57.58 c=57.82
Wavelength (A) 1.00 1.00 1.00
Resolution (A) 47.57-2.40 48.32-2.00 48.39-2.10
(2.49-2.40) (2.05-2.00) (2.17-2.10)
Rinerge (%) 25.8(140.7) | 7.8 (66.8) 8.2 (54.2)
Rineas (%0) 27.2(148.0) | 8.4 (71.7) 9.3 (57.9)
Ryim (%) 8.6 (45.7) 3.1 (25.8) 3.3(21.0)
<l/o(D)> 8.3 (2.0 14.5 (3.0) 12.7 (3.9)
cc'? 0.991 (0.723) | 0.999 (0.953) | 0.996 (0.937)
Completeness (%) | 99.9 (99.9) 99.7 (99.3) 72.1 (41.6), spherical
94.7 (96.0), ellipsoidal
Multiplicity 9.9 (10.2) 7.2(7.5) 7.5(7.2)
Refinement
Resolution (A) 41.20-2.40 40.73-2.00 48.39-2.10
Ryork/ Reee (%0) 20.5/24.3 18.7/20.8 18.8/21.8
R.m.s. deviations
Bond lengths (A) | 0.008 0.006 0.006
Bond angles (°) 0.9 0.8 0.8
PDB entry 5ORS8 50R9 50RB
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Supplementary information 5. Docking and experimental data for all tested molecules.

Table S4. Experimental data. Compounds are sorted first according to potency in dose-response
measurements irrespective of the target, and the remaining ones according to bromodomain

target.
S(;:,?S,Le % remnant
Cpd | Target Vendor Code at inhibitio.n of| ICsq or Kp(1uM) |HAC
[uM] competitor
1 | BAZ2B ChemDiv g801-0410 90 0.75 6 25
2 | BRD4(1)| Life Chem F1740-0340 200 38 22 17
3 | ATAD2 Life Chem F3098-8183 350 10 23 21
4 | ATAD2 Enamine T5701955 50 38 34 22
5 | ATAD2 Enamine T5903382 504 40 34 26
6 | ATAD2 ChemDiv €216-0021 504 48 35 23
7 | BRD4(1) ChemDiv 8016-9131 201 23 37 26
8 | ATAD2 Enamine 16869430 503 4 44 20
9 | CREBBP | ChemBridge 78636485 503 0 55 25
10 | ATAD2 Enamine 16948910 318 48 67 25
11 | ATAD2 Enamine 76325318 200 48 70 26
12 | ATAD2 Enamine 76068544 479 12 78 24
13 | BAZ2B | Life Chemicals F5323-0167 160 18 88 27
14 | ATAD2 Enamine 76371051 503 6 100 18
15 | ATAD2 Enamine 76190878 200 29 100 28
16 | ATAD2 ChemDiv g890-0613 254 37 151 26
17 | ATAD2 Enamine 76680820 200 42 151 20
18 | BRD4(1) ChemDiv g856-1818 201 40 167 25
19 | ATAD2 Enamine 76323310 399 37 169 28
20 | ATAD2 Enamine 76108302 504 45 234 21
21 | ATAD2 Enamine 16977231 350 47 248 23
22 | ATAD2 Enamine 75612469 350 45 258 26
23 | ATAD2 Enamine T5731299 505 43 288 23
24 | CREBBP ChemDiv m950-0467 588 31 336 26
25 | ATAD2 Enamine T7007608 504 49 372 25
26 | ATAD2 Enamine 76387312 504 49 396 20
27 | BAZ2B Enamine 16242932 130 7.3 >130 30
28 | BAZ2A IBScreen STOCK1N-74248 | 420 38 > 420 20
29 | ATAD2 Enamine 75856373 504 47 >504 24
30 | BAZ2B | Life Chemicals| F5323-0135 50 41 >51 22
31 | BAZ2B Enamine 16248176 100 50 >100 22
32 | ATAD2 Life Chem F2978-0107 504 40 >504 23
33 | ATAD2 Enamine T5900669 504 31 > 504 23
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34 | ATAD2 Enamine 76346086 503 35 > 503 19
35 | ATAD2 Enamine 75918987 50 50 > 50 29
36 | ATAD2 Enamine T6590056 504 53 > 504 24
37 | ATAD2 ChemDiv c276-0027 446 53 > 446 22
38 | ATAD2 ChemDiv €c276-0058 350 55 > 350 21
39 | BRD4(1) ChemDiv 8341-0732 201 45 >201 29
40 | ATAD2 Enamine 76813230 446 52 Not Evaluated | 26
41 | ATAD2 Enamine 15967282 422 52 Not Evaluated | 27
42 | ATAD2 Enamine 15609622 340 53 Not Evaluated | 29
43 | ATAD2 Enamine T7017679 500 54 Not Evaluated | 25
44 | ATAD2 Enamine T6130730 398 55 Not Evaluated | 29
45 | ATAD2 Enamine 77022384 200 57 Not Evaluated | 24
46 | ATAD2 Enamine 76012391 504 58 Not Evaluated | 23
47 | ATAD2 Enamine T5740325 481 58 Not Evaluated | 23
48 | ATAD2 Enamine 76153138 50 59 Not Evaluated | 25
49 | ATAD2 ChemDiv e465-0641 133 59 Not Evaluated | 25
50 | ATAD2 ChemDiv e465-0503 150 60 Not Evaluated | 26
51 | ATAD2 ChemDiv j016-0086 350 61 Not Evaluated | 24
52 | ATAD2 Enamine 76611114 200 62 Not Evaluated | 25
53 | ATAD2 Enamine 16537283 430 63 Not Evaluated | 24
54 | ATAD2 ChemDiv g805-0567 504 63 Not Evaluated | 26
55 | ATAD2 Enamine T6380095 415 65 Not Evaluated | 23
56 | ATAD2 ChemDiv p041-1724 100 65 Not Evaluated | 28
57 | ATAD2 Enamine 16561246 504 66 Not Evaluated | 22
58 | ATAD2 Enamine 72749560420 425 66 Not Evaluated | 23
59 | ATAD2 Enamine 7818987068 350 66 Not Evaluated | 19
60 | ATAD2 Life Chem F5834-3747 503 67 Not Evaluated | 24
61 | ATAD2 Life Chem F6350-0082 100 67 Not Evaluated | 23
62 | ATAD2 Enamine T5718402 50 67 Not Evaluated | 22
63 | ATAD2 Life Chem F2487-0218 503 68 Not Evaluated | 19
64 | ATAD2 Life Chem F2145-0396 503 68 Not Evaluated | 20
65 | ATAD2 Enamine T5787308 200 69 Not Evaluated | 26
66 | ATAD2 Enamine 76646435 416 69 Not Evaluated | 26
67 | ATAD2 Enamine 16348957 100 69 Not Evaluated | 21
68 | ATAD2 Enamine 16776139 350 69 Not Evaluated | 27
69 | ATAD2 ChemDiv k906-3851 200 70 Not Evaluated | 24
70 | ATAD2 ChemDiv L347-0193 332 70 Not Evaluated | 28
71 | ATAD2 Life Chem F2688-0076 504 71 Not Evaluated | 24
72 | ATAD2 Enamine 16551397 503 71 Not Evaluated | 21
73 | ATAD2 Enamine 76630026 503 71 Not Evaluated | 16
74 | ATAD2 Enamine 16131977 532 72 Not Evaluated | 26
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75 | ATAD2 Enamine 16718420 467 72 Not Evaluated | 22
76 | ATAD2 ChemDiv e245-0412 370 73 Not Evaluated | 23
77 | ATAD2 ChemDiv e511-0114 200 73 Not Evaluated | 28
78 | ATAD2 Enamine T5946915 410 73 Not Evaluated | 27
79 | ATAD2 Enamine T5275295 100 74 Not Evaluated | 26
80 | ATAD2 Enamine 76913629 504 74 Not Evaluated | 22
81 | ATAD2 Enamine T6666547 463 76 Not Evaluated | 27
82 | ATAD2 Enamine 16566814 504 76 Not Evaluated | 18
83 | ATAD2 ChemDiv k786-8251 127 76 Not Evaluated | 24
84 | ATAD2 Enamine 2434087574 452 77 Not Evaluated | 24
85 | ATAD2 Life Chem F6350-0206 503 77 Not Evaluated | 17
86 | ATAD2 ChemDiv e667-1070 401 79 Not Evaluated | 28
87 | ATAD2 ChemDiv d479-0280 503 80 Not Evaluated | 20
88 | ATAD2 Enamine 76221649 469 80 Not Evaluated | 29
89 | ATAD2 Enamine T6783260 422 81 Not Evaluated | 25
90 | ATAD2 Enamine 16302427 503 81 Not Evaluated | 24
91 | ATAD2 ChemDiv €209-0350 265 81 Not Evaluated | 24
92 | ATAD2 Enamine 76584114 504 83 Not Evaluated | 23
93 | ATAD2 Enamine 76392587 384 83 Not Evaluated | 22
94 | ATAD2 Enamine 76583582 473 84 Not Evaluated | 25
95 | ATAD2 Enamine 16506747 504 84 Not Evaluated | 23
96 | ATAD2 Enamine T5713602 504 85 Not Evaluated | 21
97 | ATAD2 Enamine T6471416 476 85 Not Evaluated | 23
98 | ATAD2 ChemDiv e511-0324 401 85 Not Evaluated | 28
99 | ATAD2 Enamine 16224302 503 86 Not Evaluated | 17
100 | ATAD2 Enamine T6847905 503 86 Not Evaluated | 20
101 | ATAD2 ChemDiv 6865-4077 148 87 Not Evaluated | 21
102 | ATAD2 Enamine 16997824 478 88 Not Evaluated | 23
103 | ATAD2 Life Chem F1838-1766 503 89 Not Evaluated | 25
104 | ATAD2 ChemDiv L553-1646 50 89 Not Evaluated | 30
105 | ATAD2 ChemDiv e245-0420 247 89 Not Evaluated | 22
106 | ATAD2 Life Chem F5142-0437 350 89 Not Evaluated | 22
107 | ATAD2 Enamine 16312803 503 89 Not Evaluated | 19
108 | ATAD2 Enamine 16323732 409 90 Not Evaluated | 29
109 | ATAD2 ChemDiv e465-0643 425 90 Not Evaluated | 21
110 | ATAD2 ChemDiv €667-1162 504 91 Not Evaluated | 28
111 | ATAD2 ChemDiv e511-1404 130 92 Not Evaluated | 25
112 | ATAD2 Enamine T6786646 350 92 Not Evaluated | 25
113 | ATAD2 Enamine 76901093 503 92 Not Evaluated | 21
114 | ATAD2 Enamine 16524872 150 92 Not Evaluated | 23
115 | ATAD2 ChemDiv €245-0086 461 93 Not Evaluated | 19
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116 | ATAD2 Enamine 76931358 100 93 Not Evaluated | 19
117 | ATAD2 Enamine 76913080 200 94 Not Evaluated | 26
118 | ATAD2 Enamine T5820836 504 94 Not Evaluated | 23
119 | ATAD2 ChemDiv c205-0146 302 94 Not Evaluated | 21
120 | ATAD2 ChemDiv e465-0733 504 95 Not Evaluated | 24
121 | ATAD2 ChemDiv e465-0587 200 96 Not Evaluated | 27
122 | ATAD2 Enamine 16642712 200 96 Not Evaluated | 27
123 | ATAD2 Enamine 16386275 360 96 Not Evaluated | 25
124 | ATAD2 Enamine T6971525 50 96 Not Evaluated | 23
125 | ATAD2 Enamine 16971778 504 97 Not Evaluated | 18
126 | ATAD2 Life Chem F6350-0211 200 98 Not Evaluated | 22
127 | ATAD2 Enamine T5950805 504 98 Not Evaluated | 26
128 | ATAD2 Enamine T6096368 435 99 Not Evaluated | 19
129 | ATAD2 Enamine 7812826508 462 99 Not Evaluated | 25
130 | ATAD2 Life Chem F2688-0093 504 100 Not Evaluated | 28
131 | ATAD2 Life Chem F0417-1543 50 101 Not Evaluated | 23
132 | ATAD2 Life Chem F0862-0087 502 101 Not Evaluated | 18
133 | ATAD2 ChemDiv g938-0141 200 101 Not Evaluated | 29
134 | ATAD2 Enamine 16791666 200 102 Not Evaluated | 25
135 | ATAD2 Enamine 16974343 504 102 Not Evaluated | 21
136 | ATAD2 Enamine T5758930 350 102 Not Evaluated | 19
137 | ATAD2 | ChemBridge 45737503 308 103 Not Evaluated | 23
138 | ATAD2 Life Chem F0417-1702 350 105 Not Evaluated | 21
139 | ATAD2 ChemDiv g805-0629 200 105 Not Evaluated | 22
140 | ATAD2 Enamine 15427544 200 107 Not Evaluated | 23
141 | ATAD2 Enamine 15717764 504 107 Not Evaluated | 23
142 | ATAD2 Enamine 756998960 450 107 Not Evaluated | 27
143 | ATAD2 Life Chem F5094-0286 504 108 Not Evaluated | 24
144 | ATAD2 ChemDiv e511-0280 342 109 Not Evaluated | 27
145 | ATAD2 ChemDiv d437-0225 50 110 Not Evaluated | 24
146 | ATAD2 ChemDiv e667-1084 200 112 Not Evaluated | 26
147 | ATAD2 Life Chem F1312-0054 162 113 Not Evaluated | 29
148 | ATAD2 Enamine 21275600959 504 114 Not Evaluated | 23
149 | ATAD2 | ChemBridge 96992714 144 118 Not Evaluated | 25
150 | ATAD2 ChemDiv e511-0552 200 119 Not Evaluated | 26
151 | ATAD2 Life Chem F2487-0355 350 121 Not Evaluated | 25
152 | ATAD2 ChemDiv k786-6644 145 122 Not Evaluated | 23
153 | ATAD2 ChemDiv k786-5006 430 122 Not Evaluated | 23
154 | ATAD2 Enamine T6940994 384 128 Not Evaluated | 26
155 | BAZ2A Life Chem F2833-0189 500 52 Not Evaluated | 17
156 | BAZ2A Life Chem F3296-0443 100 100 Not Evaluated | 19
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157 | BAZ2A Life Chem F3309-0741 190 78 Not Evaluated | 30
158 | BAZ2A Life Chem F5959-0116 120 91 Not Evaluated | 21
159 | BAZ2A Life Chem F6021-1860 100 96 Not Evaluated | 22
160 | BAZ2A Enamine T5344099 280 88 Not Evaluated | 26
161 | BAZ2A Enamine T5550503 200 69 Not Evaluated | 18
162 | BAZ2A Enamine 75817038 150 93 Not Evaluated | 23
163 | BAZ2A Enamine T5830455 250 87 Not Evaluated | 20
164 | BAZ2A Enamine 15844783 200 93 Not Evaluated | 26
165 | BAZ2A Enamine T6136508 230 90 Not Evaluated | 20
166 | BAZ2A Enamine 76149976 50 96 Not Evaluated | 21
167 | BAZ2A Enamine 76361888 240 100 Not Evaluated | 22
168 | BAZ2A Enamine 21451206848 220 87 Not Evaluated | 22
169 | BAZ2A Enamine Z57009636 240 74 Not Evaluated | 23
170 | BAZ2A ChemDiv 1488-1629 80 97 Not Evaluated | 24
171 | BAZ2A ChemDiv 1711-1374 200 100 Not Evaluated | 21
172 | BAZ2A ChemDiv 3049-0070 80 100 Not Evaluated | 21
173 | BAZ2A ChemDiv D221-0093 100 91 Not Evaluated | 17
174 | BAZ2A ChemDiv D416-0430 330 95 Not Evaluated | 17
175 | BAZ2A ChemDiv G008-1537 200 100 Not Evaluated | 25
176 | BAZ2A ChemDiv J015-0004 290 57 Not Evaluated | 20
177 | BAZ2A ChemDiv mO030-0196 170 77 Not Evaluated | 24
178 | BAZ2A ChemDiv P029-0047 50 92 Not Evaluated | 17
179 | BAZ2A | ChemBridge 58738461 170 88 Not Evaluated | 26
180 | BAZ2A | ChemBridge 80931327 280 79 Not Evaluated | 20
181 | BAZ2A | ChemBridge 89912227 280 92 Not Evaluated | 22
182 | BAZ2A | ChemBridge 92117250 100 79 Not Evaluated | 24
183 | BAZ2A | ChemBridge 99620140 50 97 Not Evaluated | 23
184 | BAZ2B Enamine 75920293 50 65 Not Evaluated | 26
185 | BAZ2B Enamine 76281001 50 67 Not Evaluated | 24
186 | BAZ2B Enamine 16402776 190 63 Not Evaluated | 19
187 | BAZ2B Enamine 16515391 200 51 Not Evaluated | 30
188 | BAZ2B Enamine 16629993 50 75 Not Evaluated | 26
189 | BAZ2B Enamine 16648477 50 70 Not Evaluated | 25
190 | BAZ2B Enamine 16667014 180 70 Not Evaluated | 26
191 | BAZ2B Enamine T6996555 200 89 Not Evaluated | 23
192 | BAZ2B Enamine T7030147 240 67 Not Evaluated | 25
193 | BAZ2B Enamine 7222977452 230 65 Not Evaluated | 21
194 | BAZ2B Enamine 72647682662 50 70 Not Evaluated | 25
195 | BAZ2B ChemDiv 8016-6500 100 74 Not Evaluated | 24
196 | BAZ2B ChemDiv c176-0448 100 100 Not Evaluated | 22
197 | BAZ2B ChemDiv c280-1087 50 90 Not Evaluated | 24
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198 | BAZ2B ChemDiv e570-2241 50 89 Not Evaluated | 29
199 | BAZ2B ChemDiv L228-0600 230 64 Not Evaluated | 24
200 | BAZ2B ChemDiv p181-0836 50 82 Not Evaluated | 25
201 | BAZ2B ChemDiv p634-0351 190 71 Not Evaluated | 30
202 | BAZ2B | ChemBridge 50508712 100 74 Not Evaluated | 22
203 | BAZ2B | ChemBridge 53864409 200 89 Not Evaluated | 22
204 | BRD4(1) IBScreen STOCK1N-00949 | 200 95 Not Evaluated | 21
205 | BRD4(1) | Life Chem F1016-0301 201 103 Not Evaluated | 18
206 | BRD4(1) Life Chem F1065-0396 201 108 Not Evaluated | 27
207 | BRD4(1) | Life Chem F1736-0124 200 69 Not Evaluated | 19
208 | BRD4(1) | Life Chem F3316-0138 200 106 Not Evaluated | 19
209 | BRD4(1) Enamine 15447902 201 93 Not Evaluated | 19
210 | BRD4(1) Enamine T5551560 201 48 Not Evaluated | 25
211 | BRD4(1) Enamine 15743717 100 95 Not Evaluated | 20
212 | BRD4(1) Enamine 75839262 201 116 Not Evaluated | 22
213 | BRD4(1) Enamine 75920017 200 84 Not Evaluated | 19
214 | BRD4(1) Enamine 76013245 201 101 Not Evaluated | 18
215 | BRD4(1) Enamine T6023829 201 114 Not Evaluated | 21
216 | BRD4(1) Enamine 16254506 50 114 Not Evaluated | 18
217 | BRD4(1) Enamine T6332725 201 108 Not Evaluated | 20
218 | BRD4(1) Enamine 16406520 201 66 Not Evaluated | 28
219 | BRD4(1) Enamine T6567836 100 97 Not Evaluated | 22
220 | BRD4(1) Enamine T6572366 201 107 Not Evaluated | 22
221 | BRD4(1) Enamine 16673024 201 80 Not Evaluated | 28
222 | BRDA4(1) Enamine 76851965 201 97 Not Evaluated | 24
223 | BRD4(1) Enamine T6887081 201 76 Not Evaluated | 24
224 | BRDA4(1) Enamine 76910403 201 65 Not Evaluated | 25
225 | BRD4(1) ChemDiv 3993-2206 200 79 Not Evaluated | 25
226 | BRD4(1) ChemDiv 4507-0165 201 75 Not Evaluated | 26
227 | BRD4(1) ChemDiv 5941-1280 201 115 Not Evaluated | 21
228 | BRD4(1) ChemDiv c202-3849 150 86 Not Evaluated | 22
229 | BRD4(1) ChemDiv d319-0671 200 102 Not Evaluated | 16
230 | BRD4(1) ChemDiv d718-1640 100 87 Not Evaluated | 24
231 | BRD4(1) ChemDiv €922-1685 201 106 Not Evaluated | 28
232 | BRD4(1) ChemDiv g805-0501 201 43 Not Evaluated | 26
233 | BRD4(1) | ChemBridge 19472033 201 59 Not Evaluated | 24
234 | BRD4(1) | ChemBridge 36076738 200 46 Not Evaluated | 21
235 | BRD4(1) | ChemBridge 40759875 201 85 Not Evaluated | 25
236 | BRD4(1) | ChemBridge 81557742 201 104 Not Evaluated | 27
237 | BRD4(1) | ChemBridge 89859923 201 109 Not Evaluated | 24
238 | CREBBP | Life Chemicals| F2227-0245 15 78 Not Evaluated | 34
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239 | CREBBP | Life Chemicals| F5115-0065 61 109 Not Evaluated | 25
240 | CREBBP Enamine 15272194 200 112 Not Evaluated | 23
241 | CREBBP Enamine 15348117 50 105 Not Evaluated | 21
242 | CREBBP Enamine T5718196 200 73 Not Evaluated | 26
243 | CREBBP Enamine 76391914 483 101 Not Evaluated | 25
244 | CREBBP Enamine 16417299 351 120 Not Evaluated | 21
245 | CREBBP Enamine 16513277 383 92 Not Evaluated | 25
246 | CREBBP Enamine 76517118 200 109 Not Evaluated | 22
247 | CREBBP Enamine 76535493 200 109 Not Evaluated | 29
248 | CREBBP Enamine T6537565 75 96 Not Evaluated | 24
249 | CREBBP Enamine 16671747 503 101 Not Evaluated | 20
250 | CREBBP Enamine 16740924 100 96 Not Evaluated | 20
251 | CREBBP Enamine T6754606 28 103 Not Evaluated | 26
252 | CREBBP Enamine T6806811 848 100 Not Evaluated | 20
253 | CREBBP Enamine 76869299 608 116 Not Evaluated | 19
254 | CREBBP Enamine 76984532 347 100 Not Evaluated | 24
255 | CREBBP Enamine 76994049 430 91 Not Evaluated | 20
256 | CREBBP Enamine 21508720959 | 363 81 Not Evaluated | 27
257 | CREBBP ChemDiv 4025-0104 242 100 Not Evaluated | 26
258 | CREBBP ChemDiv d370-0066 504 98 Not Evaluated | 17
259 | CREBBP ChemDiv d386-1090 505 74 Not Evaluated | 22
260 | CREBBP | ChemBridge 82196858 503 84 Not Evaluated | 25

Table SS. Docking data. All energy values are in kcal/mol. Compounds are sorted as in Table

S3.

Electrost.Total Total .
Cpd Diff. | Eff. [Energy Smiles
1 2.7 |-1.1|-27.5 ¢1(=0)n(c2c(n1C)cc(c(S(=0)(=0)NCclccc(F)ccl)c2)C)C
2 09 |-1.3|-21.4 N1=C(/C(=C/c2cc(c(cc2)0)0OC)/SC1=0)N
3 -2.0 |-0.9|-19.5 c1(nc(c(s1)C)C)NC(=0)CCCOclccc(ccl)C
4 -1.6 |-0.8|-17.8 c¢1(nc(cs1)c1cc2NC(=0)COc2cc1)N1CCCCC1
5 -1.3 [-0.9|-22.2 [C@H]1(0c2c(O[C@H]1C)cccc2)C(=0)Nclcc2NC(=0)[C@@H](Oc2ccl)C
6 -1.4 |-1.2|-28.6 c12¢([C@@H](CC(=0)N1)clcec(ccl)CC)eclc(c2)0OCCO1
7 04 |-1.1(-27.8 S(=0)(=0)(c1cc2NC(=0)COc2cc1C)Nclc2c(cccl)CCCC2
8 -1.7 |-1.3|-26.2 [C@@H]1([C@@H](C1)clcec(ccl)F)C(=0)NclncceclO
9 1.4 |-1.1|-28.1 n1n(c(=0)ccclclcccccl)CCNC(=0)[C@@H]1NC(=0)CNC1
10| -0.9 |-09]|-22.0 N1(C(=0)c2ccc(N(CCCC)C)cc2)c2c(NC(=0)C1)ccec2
11| -03 |-1.0|-25.8 N1(C(=0)c2ccc(OC[C@@H]30CCC3)cc2)c2c(NC(=0)C1)ccec2
12| -24 |-0.8|-19.5 S(=0)(=0)(N1[C@@H](c2n(CC1)ccc2)C)clcc2NC(=0)COc2ccl
13| 26 |-1.2(-32.0 S(=0)(=0)(N1[C@H](C(=0)Nc2c3c(nn2C)CCC3)CCC1)clccc(ccl)F
14| -03 |[-1.0|-17.2 ¢1(c(onc1C)C)CC(=0)Ncinccc(cl)C




15 04 |-1.1|-31.6 c1(c(n(nc1C)clcccecl)C)C(=0)C(=0)N1c2c(NC(=0)C1)ccec2

16| 09 |-1.1|-283 c1(c(nce(c1)NC(=0)CC)NLCCC([NH+]2CCCCC2)CC1)C(=0)[O-]
17 04 |-1.1]-22.0 S(=0)(=0)(c1sccc1)N(CC(=0)Nclncc(s1)C)C

18| -0.7 |-1.6|-39.1 c1(n(c2ccc(cc2)F)ececn1)SCC(=0)Nclc(cc(ccl)C)C

19| 11.2 [-1.2|-32.2| N1c2¢(0OCC1=0)cc(C(=0)NC[C@H]([N@ @H+]1CC[C@@H](CC1)C)clsccel)cc2
20| -1.1 |-1.3|-26.3 N1(C(=0)c2c(ccc(c2)Br)Cl)c2c(NC(=0)C1)cccc2

21| -1.7 |-0.8|-18.8 [C@H]1(c20c(cc2)CN(C(=0)C2=NNC(=0)CC2)C2CC2)C[C@@H]1C
22| -03 |-1.1|-27.7 N1(C(=0)[C@H](N2[C@H](c3n(ccc3)C)CCC2)C)c2c(NC(=0)C1)cccc2
23 0.0 |-0.9(-20.1 ¢1(C(=0)Nc2cc3NC(=0)[C@@H](Oc3cc2)C)c(cc(ccl)F)F

24| -03 |-0.9(-23.2 S(=0)(=0)(c1c(c(c2oc(nn2)C2CC2)[nH]c1C)C)Nclce(Cl)ceccl

25| -0.5 |-1.1|-27.0 ¢1(C(=0)N(CC(=0)Nc2nccc(c2)C)C)nc2c(ncl)ccec2

26 23 |[-1.0|-20.2 C(=0)(Nc1nccc(c1)C)clec(C[S@@](=0)C)cccl

27 0.1 -1.0|-30.3 N1(c2c(cc(NC(=0)c3cc(NC(=0)cdocccd)c(cc3)C)cc2)CC1)C(=0)C
28| 21 |[-1.3]-25.9 C\1(=C\c2cc(c(cc2)0)0)/C(=0)c2c(01)cc(cc2)0

29| -0.1 |-1.2|-28.6 N1(C(=0)[C@H](N2Cc3c(scc3)CC2)C)c2c(NC(=0)C1)ccec2

30| -0.3 |-1.6|-35.7 ¢1(c2c(nn1C)CCC2)NC(=0)CSclccc(ccl)0C

31| -0.2 |-1.1|-25.0 c1(sc(cc1)C(=0)C)C(=0)N1CC=C(CC1)clcccecl

32| -0.1 |-1.0/-224 c1(nc(c(s1)C)C)NC(=0)CCCS(=0)(=0)clccc(cc1)C

33| 15 |-1.2|-275 c1(c(c2¢(s1)CCC2)C(=0)N)NC(=0)[C@H](N1C[C@ @H](OCC1)C)C
34| -14 |-1.3|-255 [C@@]1(C(CL)(CI)CI)(C(=0)N1c2c(NC(=0)C1)ccec2)C

35| -0.8 |-0.5(-15.5 N1(C(=0)C[C@@H](C(=0)Nc2cc3NC(=0)[C@@H](Oc3cc2)C)C1)Cclcec(ccl)C
36| -6.6 |-1.4|-33.1 N1C(=0)[C@ @H](Sc2clcc(C(=0)N[C@H](C[NH+](C)C)CC(C)C)cc2)C
37| -0.3 |-1.0|-23.0 c12¢(NC(=0)C[C@H]1c1c(F)cceel)eclc(c2)0OCCO1

38| -1.0 |-1.3(-27.8 ¢12¢(NC(=0)C[C@H]1clcec(ccl)F)ecle(c2)CCCl

39 4.2 -1.1]-30.3 N1(C(=0)C=C([C@H]10)NCCc1c2c([nH]c1)ccc(c2)Cl)clcec([N+](=0)[O-])ccl
40| -52 |[-1.1|-28.2 C(=0)(N(Ccloc(cc1)C)CC[NH+](C)C)c1cc2NC(=0)COc2ccl

41| -01 |-1.1|-28.4 N1(C(=0)CN(Cc2cc(c(cc2)OC)F)CC)c2c(NC(=0)C1)ccec2

42| -0.1 |-09|-25.4 N1(C(=0)[C@@H](N(Cc2c(N3CCCC3)cccc2)C)C)c2c(NC(=0)C1)ccec2
43 25 |[-1.3|-33.6 N1(C(=0)CN2[C@@H](Cn3ncnc3)CCC2)c2c(NC(=0)C1)ccec2
44| 55 |-09]|-259 N1C(=0)[C@@H](Sc2clcc(C(=0)N(CC(=0)Nclc(F)cccclF)CC)ec2)C
45| -16 |-1.1]|-27.3 c1(nc(cs1)CN1C[C@H](N(Cc2n(ccn2)C)CC1)C)NC(=0)C

46| -2.1 |-0.7|-16.3 N1(C(=0)c2cc3NC(=0)COc3cc2)[C@@H](Cc2clcecc2)C

47| -15 |-1.1|-24.1 ¢1(C(=0)Nc2cc3NC(=0)[C@@H](Oc3cc2)C)c(c(Cl)ccc1)Cl

48| -53 |-0.7|-171 S(=0)(=0)(c1cc2NC(=0)COc2ccl)N[C@ @H]1CC[C@ @H](C(F)(F)F)CC1
49| -2.8 |-1.1|-28.0 S(=0)(=0)(c1cc2NC(=0)[C@H](Sc2cc1)C)Nclcec(ccl)C(C)C

50| -3.1 |-1.2|-29.9 S(=0)(=0)(c1cc2NC(=0)[C@H](Sc2cc1)C)Nclcc(c(cc1)0C)0C
51| -0.1 |(-09]|-21.6 n1(c2c(OCC(=0)Nc3nccec(c3)C)ecc(c2)C)enncl

52| -1.8 |-0.9|-22.2 N1c2c(OCC1=0)cc(C(=0)NCCclcc3c(0OCO3)ccl)cc2

53| -3.5 |-0.6|-14.9 c1(nc(NC(=0)C)sc1)C(=0)N1C[C@H](c2ccc(cc2)F)OCCl

54| -1.7 |-0.8|-19.4 S(=0)(=0)(c1cc2c(NC(=0)C0O2)cc1C)NCclccc(ccl)C(C)C

55| -13 |-09|-213 S(=0)(=0)(c1lcc2c(NC(=0)C02)cclBr)N[C@@H](CCC(C)C)C

56| -1.0 |-1.0/-26.5 N1(N=C(C(=0)Nc2ccc(F)cc2)CCC1=0)CC(=0)Nclccc(Cl)ccl
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57| -15 |-1.3|-284 c1(nc(NC(=0)C)sc1)C(=0)N[C@@H](C1CC1)clcceecd

58| -1.3 |-1.0]-22.0 [c1(C(=0)N([C@ @H]2[C@H]3C[C@H]4C[C@@H]2C[C@ @H](C3)C4)C)nc(NC(=0)C)scl
59| -2.2 |-1.4|-265 c1(nc(c(s1)C)C)NC(=0)[C@@H]1[C@H](C1)clcccecl

60| -0.2 |-0.9]|-211 S(=0)(=0)(N1Cc2c(CC1)ccc(NC(=0)clonccl)c2)CCC

61| -24 |-09]|-21.4 N1[C@ @H](C(=0)NCCc2cc(c(cc2)0C)0C)CSCCCL=0

62| -2.7 |-1.0|-22.6 N1c2cc(C(=0)COc3c(Cl)ceee3)ccc20CC1=0

63| -1.1 |-1.2|-22.9 N1(C(=0)c2sc(cc2)Br)c2c(NC(=0)C1)cccc2

64| -6.1 |-1.4|-283 N1c2cc(C(=0)CN3CC[NH2+]CC3)ccc20CC1=0

65| -36 |-0.7|-18.0 N1C(=0)[C@ @H](Sc2c1cc(C(=0)Nclce(c(cc1C)OC)0C)cc2)C
66| -1.7 |-0.7|-18.5 N1(C(=0)COc2clcccc2)CCC(=0)NC1(CC1)clcec(ccl)Br
67| 1.4 |-1.2|-254 N1C(=0O)[C@H](Sc2clcc(cc2)Cl)CC(=0)N[C@ @H](COC)C
68| -0.6 |-0.9|-23.6 N1(c2c(NC(=0)C1)ccec2)C(=0)CCCNC(=0)clc(cc(ccl)F)F
69| -24 |-0.8|-184 S(=0)(=0)(N1c2c(CC1)ccec2)clcc2NC(=0)[C@H](Sc2ccl)C
70| -6.4 |-0.9|-25.9 c¢1(c(ncc(NC(=0)c2sccc2)c1)NICC[NH2+]CC1)C(=0)N(CCccC)C
71| 26 |[-1.1]|-26.5 c1(c(NC(=0)[C@@H](c2cccec2)CC)c2c(ol)ccec2)C(=0)N
72| 05 |-09|-17.9 N1c2¢(0CC1=0)cc(C(=0)N[C@H]([C@ @H]10CCC1)C)cc2
73| -0.5 |-1.1|-18.0 c1(NC(=0)[C@@H]2CNC(=0)CC2)ncc(s1)C

74| -04 |-05]|-14.1 N1(C(=0)COc2clcccc2)CCC(=0)N(Cclc(c(Cl)cccl)Cl)C
75| 1.1 |-1.1|-236 N1(C(=0)CCC1)CC(=0)N(CC(=0)Nclcee(Cl)ccl)C

76| -13 |-1.0|-22.6 S(=0)(=0)(c1lcc2c(NC(=0)C02)cc1C)N[C@H]1CC[C@@H](CC1)C
77| -14 |-0.8|-23.1 S(=0)(=0)(c1cc2c(NC(=0)C0O2)cc1C)CCC(=0)NCCclcceecl
78| -19 |-1.0|-28.0 S(=0)(=0)(c1cn(c(=0)cc1)CC(=0)Nclcc(c(ccl)F)F)N1CCCCl
79| -06 |-1.0|-26.5 N1(c2¢(NC(=0)C1)ccec2)C(=0)CSclc2c(sc(c2)CC)nenl
80| -39 |-0.8|-18.4 N1C(=0)[C@@H](Sc2clcc(C(=0)N1CC[C@ @H](CCC1)C)cc2)C
81| -2.1 |-09]|-24.1 N1(C(=0)COc2clcccc2)CCC(=0)NCclenc(OC(C)C)ecl

82| -11 |-1.4|-245 c1(C(=0)N2[C@ @H](COCC2)C)nc(NC(=0)C)scl

83| -19 |-0.8|-19.0 N1=C(CCC(=0)N1CCC(=0)NC1CCCCC1)clcecccl

84| -09 |-0.8|-19.4 n1(nc(c(c1C)CNC(=0)[C@@H]1CNC(=0)CC1)C)clcccecd
8| -1.7 |-1.1]|-18.7 C(=0)([C@ @H]1NC(=0)CCSC1)N[C@@H]1C(=0)SCC1
8| -64 |-0.8|-22.5 S(=0)(=0)(c1cc2NC(=0)COc2ccl)[C@H](CC(=0)Nclc(c(ccec1)C)C)C
87| -11 |-1.3|-256 N1(C(=0)c2c(C)ccce2)c2¢(NC(=0)C1)ccee2

88| 16 |-1.0]-29.2 N1C(=0)[C@H](Oc2clccec2)CC(=0)NCclccc(CN2CCOCC2)ccl
89| -0.2 |-0.7|-18.4 N1(C(=0)COc2clcccc2)CC(=0)N[C@H](c1ccc(ccl)Br)CC
90| -09 |-0.9|-20.3 N1(C(=0)c2cc3c(NC(=0)CO3)cc2)[C@H](c2cecncc2)CCCl
91| -15 |-03|-7.7 N1[C@H](C(=0)Nc2clcec(C(=0)N1CCN(CC1)C)c2)[C@H](CC)C
92| -1.7 |-1.1|-25.0 C(=0)(N(C1CC1)C[C@@H]1COCC1)clcc2c(NC(=0)CO2)ccl
93| -3.6 |-0.9|-18.9 S(=0)(=0)(c1cc2NC(=0)COc2cc1)NCCSC(F)(F)F

94| -1.7 |-09|-22.3 ¢1(nc(cs1)CN(Cclc(N2CCCCC2)ceeccl)C)NC(=0)C

95| 3.0 |-1.2|-285 S(=0)(=0)(clcc2c(NC(=0)C0O2)cclCl)N([C@H](cOocC)C)cC
96 1.2 |-1.3|-27.8 C(=0)(c1ccc(ccl)Br)NCCC(=0)Nclencecl

97| -1.7 |-0.9]|-21.6 N1(C(=0)C0Oc2clcccc2)CC(=0)NCCC1=CCCcCl
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98| -6.3 |[-0.9|-23.9 S(=0)(=0)(c1cc2NC(=0)C0Oc2cc1)CCC(=0)Nclcec(ccl)OCC
99| -25 |[-1.3|-22.8 N1C(=0)[C@ @H](Sc2clcc(C(=0)N(C)C)cc2)C

100f -2.2 |-1.1]-22.9 C(=0)([C@@H]1CNC(=0)CC1)N[C@ @H](Cc1c(C)ccccl)C
101 19 |-1.0(-21.5 c1(=0)n(c2¢c(n1C)cecc2)CC(=0)Nclcncecl

102 -1.8 |-1.0|-21.9 [C@H](c1scecl)(N1CCOCCL)CNC(=0)[C@ @H]1CNC(=0)CC1
103 -5.2 |-0.8|-20.9 ¢1(sc(nn1)SCC(=0)Nclccc(OC(F)(F)F)cc1)NC(=0)C

104/ -0.6 |-0.9|-25.8 c1(c2c(nc(n1)CCC(=0)Nclcc(cc(c1)C)C)onc2C)N1CCCCCCl
105| -1.3 |-0.9|-20.1 S(=0)(=0)(c1cc2c(NC(=0)C0O2)cc1C)NCclscecl

106 1.0 |-1.3|-27.5 N1(C(=0)[C@H]2N(S(=0)(=0)C)CCC2)c2¢(NC(=0)C1)ccec2
107, 0.0 -1.1)-21.4 ¢1(=0)n(c2c(o1)cc(cc2)Cl)CCC(=0)N1CCCL

108 -3.7 |-0.8|-22.5 S(=0)(=0)(N(clce(ccecl)C)Celeeccel)clcc2NC(=0)COc2ccl
109 -45 |-1.0|-21.9 5(=0)(=0)(c1cc2NC(=0)[C@H](Sc2cc1)C)NC(CC)(C)C

110 -7.2 |-1.0|-28.1 S(=0)(=0)(c1cc2NC(=0)COc2ccl)[C@H](CC(=0)Nclcc(c(ccl)C)F)C
111 57 |-1.0|-24.6 5(=0)(=0)(c1cc2NC(=0)[C@H](Sc2cc1)C)CCC(=0)NCCCOC
112 2.3 |-1.0|-24.7 N1(C(=0)COc2clcccc2)CCC(=0)N[C@H](c1c(oc(c1)C)C)C
113 -1.3 |-0.9/|-19.5 N1(C(=0)[C@® @H]2CNC(=0)CC2)[C@H](c2cc(ccc2)C)CCCl
114/ -11 |-1.3|-30.5 N1(C(=0)CNc2cc3c(NC(=0)C0O3)cc2Cl)C[C@H](CCC1)C
115 -19 |-1.1|-21.4 S(=0)(=0)(c1cc2NC(=0)COc2ccl)N1CCCCL

116| 4.2 |-1.3|-24.7 N1=C(C(=0)N[C@ @H]2CC[N@H+](CC2)CCC)CCC(=0)N1
117| -16 |-1.1|-29.1 nlc(noc1CNclce2c(NC(=0)CO2)cclCl)cic(C)ceccl

118/ -0.5 |-1.1|-24.6 N1c2cc(C(=0)COc3cc(ccc3Cl)Cl)ccc20CC1=0

119| -0.1 |-0.8|-17.1 N1(c2c(0OCC1=0)ccc(c2)C)[C@@H](C(=0)N[C@H](CC)C)C
120 -43 |-0.9|-22.5 S(=0)(=0)(c1cc2NC(=0)[C@H](Sc2cc1)C)NCclccc(Cl)ecl
121 -46 |-1.0]-27.6 S(=0)(=0)(N1CCN(CC1)C1CCCCC1)clcc2NC(=0)[C@H](Sc2cc1)C
122 69 |-1.0(-27.4 N1C(=0)[C@@H](Sc2clcc(C(=0)NCCC(=0)NCclcncecl)cc2)C
123 -4.0 |-0.7|-17.5 S(=0)(=0)(c1cc2NC(=0)COc2cc1)NCCI(CC1)clcceecd
124/ 0.2 |-0.7|-15.5 c1(NC(=0)[C@@H]2CNC(=0)CC2)nc(cs1)CNICC[C@H](CC1)C
125/ 54 |-1.4|-25.2 N1=C(C(=O)NC[C@ @H]2[N@H+](CCC2)CC)CCC(=0)N1
126| -0.6 |-1.1|-25.0 [C@@H]1(C(=0O)N2CC[N@H+](CC2)C2CCCCC2)NC(=0)CcCsca
127 -03 |-1.1|-27.8 S(=0)(=0)(c1cc(C(=0)N2c3c(NC(=0)C2)ccee3)c(cc1)CI)N(C)C
128/ -15 |-1.0(-18.4 C(=0)(Nc1nccc(c1)C)Cclc(cc(ccl)Cl)Cl

129 -12 |-09(-22.3 C(=0)([C@@H]1CNC(=0)CC1)NCC1(c2ccc(cc2)OC)Cccocct
130, 4.4 |-1.1|-30.2 c1(c(NC(=0)[C@H]2CN(C(=0)C2)c2ccc(cc2)C)c2c(o1)ccecc2)C(=0)N
131 -2.0 |-09(|-211 ¢1(sc(nn1)SCC(=0)N1c2c(CCC1)cccc2)NC(=0)C

132 -15 |-1.0|-18.5 c1(nce(s1)Celc(cc(cc1)Cl)CI)NC(=0)C

133) 2.7 -1.11-32.9 S(=0)(=0)(c1cc2c(NC(=0)C0O2)cc1C)N(CC(=0O)Nclcc(CH#N)cccl)C
134/ 33 |-1.1|-26.6 ¢1(=0)[nH]c(=0)ccn1CC(=0)N[C@H](c1cc2NC(=0)COc2ccl)C
135 -1.1 |-1.0|-21.3 N1=C(C(=0)N2CCN(Cc3csce3)CC2)CCC(=0)N1

136/ -04 |-1.2|-23.2 n1c(NC(=0)C)scclclc(cc(cc1)OC)0C

137, 88 |-1.0|-23.9 N1([C@ @H](C(=0)NC(C)C)C[C@H](C1)[NH3+])C(=0)CCN1C(=0)CCCCl
138/ -09 |-0.9|-19.2 c1(sc(nnl1)SCclccc(C(F)(F)F)ccl)NC(=0)C
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139) -04 |-09|-19.6 S(=0)(=0)(c1cc2c(NC(=0)C02)cclCl)N1CCCCCCl

140, -0.1 |-0.9|-20.4 S(=0)(=0)(N1CCCC1)clcc(C(=0)Nc2nce(s2)C)eccl

141 -15 |-0.8|-17.6 C(=0)(Nclcc(c(cc10C)Cl)0C)clec(COC)ccecl

142 -13 |-0.8|-22.1 c1(nc2c([nH]1)ccce2)[C@@H](NC(=0)C1=NNC(=0)CC1)Cclcccccl
143| -0.2 |-0.7|-16.9 c1(nc(c(s1)C)cleec(ccl)OCC)NC(=0)clnn(ccl)C

144) 56 |-0.8|-21.6 S(=0)(=0)(c1cc2NC(=0)COc2cc1)CCC(=0)Nclcec(ccl)OoC
145 -2.1 |-1.0|-23.5 c1(nc(c(s1)C)clcc2NC(=0)COc2ccl)NC(=0)C(C)(C)C

146/ -4.1 |-0.8|-21.6 S(=0)(=0)(c1cc2NC(=0)COc2ccl)[C@H](CC(=0)N1CCCCCC1)C
147 -0.3 |-0.9|-27.1 N1C(=0)[C@@H](Nc2clcc(c(c2)C)C)CC(=0)NCCclcc(c(cc1)OC)0C
148 -1.2 |-1.3|-30.6 c1(nc(NC(=0)C)sc1)C(=0)N1CC2(Cccr1)cceccee2

149| 115 |-1.1|-26.3 N1(c2c(OCC1=0)ccc(c2)C)CC(=0)N1[C@ @H](C(=0)NC)C[C@H](C1)[NH3+]
150, -0.4 |-1.0|-25.0 5(=0)(=0)(c1cc2¢(NC(=0)C02)cc1Cl)CCC(=0)N(CCC)CCC
151 -0.1 |-0.9|-23.2 N1(C(=0)c20c3c(c2)cccc30CC)c2¢(NC(=0)C1)ccec2

152 -19 |[-0.9|-20.5 N1(N=C(CCC1=0)clcccce1)CC(=0)NC[C@ @H]10CCCl

153| -1.4 |-1.0|-23.7 N1(C(=0)COc2clcccc2)CCC(=0)NCclcceecl

154/ 31 |-1.0|-25.0 S(=0)(=0)(N(c1cc2c(ccl)ecec2)C)clecc2NC(=0)COc2ccl

155 50 |[-1.1|-18.4 ¢1(C(=0)Nc2cc(C(=0)C)ccc2)onccl

156| 2.3 |-1.5|-27.9 nlnc2c(s1)ccc(C(=0)Nclcec(Br)cel)c2

157 3.6 |-0.7|-19.9 c1(nc(ocINCclcnceel)cloc(cec1)COclccc(ccl1)OC)CHN

158 -2.8 |-0.7|-14.9 [C@@]12(C(=0)NCCn3c([nH+]cc3)C)C[C@H]3C[C@@H](C1)C[C@@H](C2)C3
159| -2.7 |-0.9|-18.8 ¢12[nH]c(=0)cc(clcece(NC(=0)clcccccl)c2)CC

160| -3.0 |-0.8|-21.7 n1lc(C(=0)NC[C@@H](N2CCOCC2)c2ccc(cc2)OC)cec(=0)[nH]1
161 -3.8 |-1.0|-18.5 S(=0)(=0)(c1cc2[nH]c(=0)[nH]c2ccl)N[C@@H](CC)C

162 25 |[-1.3|-30.6 N1=C(c2cc(0C)ccc2)CS/C(=N/c2cc(0C)cec2)/N1

163 -4.0 |-09|-18.8 C(=0)(N1CCC(CC1)C)clcc2NC(=0)CSc2ccl

164/ -3.6 |-0.8|-20.7 ¢1(=0)[nH]c2¢([nH]1)cce(NC(=0)clcc(c(c(c1)OC)0C)/C=C/C)c2
165 4.0 -1.0| -20.2 S$1(=0)(=0)C[C@ @H](C(=0)Nc2c3c(ccc2)CCCC3)CC1

166 1.7 |-1.4|-29.3 n1c(C(=0)Nc2c3c(ccc2)CCCC3)ccc(=0)nlC

167 12.0 |-1.5|-33.4 c1(c(C(=0)N)ces1)NC(=0)CC[IN@ @H+](Cclc(ccs1)C)C

168 0.8 |-1.5|-33.2 n1c(C(=0)NCc2cc(c(cc2)0)O)cecc2clecee2

169 -0.5 |-1.4|-31.3 [C@@H]1(0c2c(0C1)ccec2)C(=0)NCCclcc(c(cc1)0)0

170 -43 |-0.9|-20.7 c1(/c(=N/c2ccc(C(F)(F)F)cc2)/oc2c(c1)cecc2)C(=0)N

171 32 |-0.9|-19.3 c1(/c(=N/Cc2cccec2)/oc2c(c1)cecc2)C(=0)N

172 1.7 -1.21-254 [C@]12(C(=0)[C@@]3(CN([C@@H](N(C1)C3)clcc(c(cc1)0)0)C2)C)C
173 -3.2 |-1.2|-20.7 n12c(sc(nl1)clcee(cc1)OCC)nnc2

174/ 30 |-1.1|-18.7 c1([nH]c(=0)ce(n1)C)Nclc(cec(c1)C)C

175 -2.8 |-06|-14.4 S(=0)(=0)(Nc1c(ccc(c1)C)C)clcc2NC(=0)C[C@ @H](Sc2cc1)C
176/ -3.0 |-1.1|-22.7 n1(c2nc(C(=0)Nc3ccecc3)cec2)enncl

177| 1.0 |-1.2|-28.8 S(=0)(=0)(c1cc2c3c(COc2ccl)cno3)NCelececccl

178/ -3.3 |-1.2|-19.8 nlc(c2c[nH]c(=0)cc2)noclclesccl

179 -2.7 |-0.9|-234 c1(c2c¢([nH]c(=0)c1)ccec2)C(=0)NCcl[nH]c2c(c1)ce(cc2)0C
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180 -5.7 |-1.2|-23.6 ¢1(c2c([nH]c(=0)c1)ccecc2)C(=0)NCCSCCC

181 -44 |-0.8(-17.8 nlc(c[nH]c1)CCNC(=0)clccc(ccl)CCC(O)(C)C

182 56 |[-1.0|-24.2 c1(c2¢([nH]c(=0)cl)ccec2)C(=0)NCclsc(nclC)CCC

183 0.8 |-1.3|-29.1 C(=0)(c1c(cencl)C)Nelec2e(oc(=0)cc2C)cclC

184/ -0.6 |-1.1|-29.2 [N+](=0)(c1cc(NC(=0O)CN([C@ @H](c2cc(c(cc2)F)F)C)C)c(cc1)C)[O-]
185 3.2 |-1.2]-285 n12c(nnclCCCCC2)CCNC(=0)Nclcc(c(ccl)C)Cl

186) 2.0 |-1.2|-23.0 ¢1(C(=0)Nc2c(c(C(=0)NC)ccc2)C)coccl

187 1.2 -1.1]-33.0 c12n(nc(clc(C(=0)Nclc(c(C(=0)N)cccl)C)ec(n2)C1CC1)C)C(C)(C)C
188 19 |[-1.2|-32.2 n12c(nnc1CCCCC2)CNC(=0)cle(nc2c(cl)cc(cc2)C)C

189 -0.1 |-1.1|-28.1 ¢1(nc(ncclCl)N1CCCC1)C(=0)Nclc(cc(C(=0)N)ccl)C

190 1.7 |-1.1]-29.4 n12c(nnc1CCCCC2)CNC(=0)clcc(c(OC(C)C)ccl)OC

191 -0.3 |-1.1|-25.6 [C@@H]1([C@@H](C1)clcc(cccl)C)C(=0)Nclc(c(C(=0)N)ccel)C
192| 0.6 |-1.1|-26.9 C(=0)(Ncic(cc(cc1)OC)C)C(=0)NCclc(ncecl)OCC

193 -0.1 |-1.0(-20.4 C(=0)([C@H]1c2c(NC(=0)C1)cccc2)Nclc(C)ececl

194) 29 |-1.1|-27.4 c1(c(=0)[nH]c2¢(c1)CCC2)C(=0)NCclncc(ol)clceeeccl

195/ 13 |-1.1|-25.7 nlc(noc1C)clec(c(NC(=0)c2cec(cc2)OC)cel)C

196) 1.4 |-1.1|-25.1 c1(nc(oc1SC)clocccl)S(=0)(=0)clccc(ccl)Br

197 2.2 -1.21-29.3 n1l(c(nc2c(c1=0)SCC2)SCC(=0)Nclc(ccc(cl)C)C)C

198 1.7 |-1.0|-30.1 S(=0)(=0)(c1cc2c(N([C@H](C2)C)C(=0)C)cc1)NCCC(=0)Ncic(C)ccecl
199 15 |-1.1|-25.7 S(=0)(=0)(c1sc(c2oc(nc2)C2CC2)ccl)Nelc(Cl)ccecl

2000 1.0 |-1.2|-29.6 c¢1(nc(nol)clcec(ccl)Cl)clc(NC(=0)c2cocc2)cesl

201 -0.1 |-1.0|-29.7 c1(N2C[C@@H](CCC(=0)Nc3c(cc(ce3)0C)C)CCC2)cc(ncnl)NC1CCl
202) 10 |-1.2|-27.3 ¢12[C@H](c3c(cc(cc3)OC)C)N(CCclnc[nH]2)CCCC

203| -0.2 |-1.5|-31.9 c12[C@H](c3cc(c(c(c3)OCC)OCC)CI)NCCc2nc[nH]1

204/ 9.2 |-1.3|-27.6 C(=0)(c1cc(c(cc1)OC)OC)O[C@H]1C[C@@H]2[NH2+][C@H](C1)CC2
205 0.6 |-1.8|-33.0 n1(c(nncl)SCC(=0)Nclccc(Br)ecl)C

206f 0.9 |-1.1|-30.2 N1C(=0)[C@@H](Sc2clcc(C(F)(F)F)cc2)CC(=0)Nclc(cc(ccl)C)C
207 -0.1 |-1.4|-25.6 01c(ccc1C)CCC(=0)Nclc(ce(cc1)C)C

208/ 14 |-1.6|-29.8 nl(ncncl)[C@H](CC(=0)Nclc(cc(ccl)C)C)C

209| -03 |-1.5|-27.8 n1(c(=0)scc1C)CC(=0)Nclc(cc(ccl)C)C

2100 1.1 |-1.4|-34.7 c1(c(n(c(c1)C)CCclscccl)C)C(=0)CScin(c(nnl)C)C

211 0.0 |-1.9|-37.7 N1=C(C(=0)NCCSc2ccccc2)CCC(=0)N1C

212 -1.8 |-1.3|-29.6 ¢1(n(c(nn1)C)C)S[C@H](C(=0)Nclccc(N(C)C)ccl)C

213 -04 |-1.7|-325 N1=C(C(=0)Nc2cc(cc(c2)C)C)CCC(=0)N1C

214 0.6 |-1.5|-26.8 N1(C(=0)CSC1)CC(=0)Nclc(cc(ccl)C)F

215| 3.7 |-1.3|-26.7 n1lc(CC(=0)Nc2c(cc(cc2)C)F)c2c(ol)ccec2

216) 0.1 |-1.5|-27.4 c1(sc(nn1)NCC(C)C)S[C@H]1C(=0)CCccl

217) 19 |-1.3|-26.4 [N+](=0)(c1c(c(NC(=0)[C@H]2CN(C(=0)C2)C)cccl)C)[0-]
218 -0.7 |-1.1|-30.3 N1([C@H](C(F)(F)F)CC(=0)Nc2clcccc2)C(=0)CN(Cclen(ncl)C)C
219) 0.2 |-1.4|-318 c12n(nc(s1)NC[C@]1(N3CCOCC3)CCSC1)cc(n2)C

220, -0.1 |-1.7|-37.6 S(=0)(=0)(clccc(CNC(=0)C2=NN(C(=0)CC2)C)ccl1)N
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221 13,5 |[-1.3|-35.9 C(=0)(Nclc(cce(c1)C)F)C(=0O)NCclcc(N2CC[NH+](CC2)C)nccl
222/ -16 |-1.4|-33.8 c1(c(c(nn1C)C)CNCcln(c(nn1)C)C)Oclceccel

223| 11.7 |-1.6|-37.6 N1=C(C(=O)NC[C@H]2C[N@ @H+](Cc3sccc3)CCC2)CCC(=0)N1C
224 -06 |-1.4|-345 c1(n(c(nn1)C)C)CN1[C@H](c2nnc(02)CC)Cc2c(C1)ccec2
225/ 04 |-1.1|-26.3 cl(nnc(c2clcecec2)C)NICCN(c2¢(OC)ccecc2)CCl

226 2.1 -1.2|-30.3 N1=C(S[C@H](C(=0)Nc2c(cc(cc2)F)F)CC1=0)Nclccc(ccl)C
227| 10 |-1.3|-271 n1(c(=0)oc2clcccc2)CC(=0)Nclcee(Br)ccl

228 2.1 |-1.1]-24.8 c12n(ncecl1C(=0)Nclc(cc(cc1)C)C)c(ce(n2)C)N

229) 0.8 |-1.8|-28.2 c1(C(=0)Nc2ccc(Br)cc2)c(nns1)C

230, 3.1 -1.3]-31.0 c12n([C@H](C(=0)N1)CC(=0)Nclccc(ccl)OCC)nc(n2)CC
231 89 |-1.1|-304 c1(c(n(ncl)clce(F)cec1)C1CC[NH2+]CC1)C(=0)NCclcncecl
232 24 |-1.4|-3538 S(=0)(=0)(c1cc2c(NC(=0)C0O2)cc1C)NCCCclc(onclC)C
233| 174 |-1.5|-35.6 N1(C(=0)c2c(N(C(=0)C1)C)cccc2)CC(=0)N1CCC(CC1)[NH3+]
234/ 80 |-1.5|-30.9 C(=0)(NCclce(c(cc1)0C)OCC)[C@H]1[NH2+]CCCCl

235 95 -1.3]-33.2 C1(C(=0O)NCCc2nccec2)(0c2cec(Cl)cc2)CCINH2+]CC1

236/ 11.1 |-1.0|-28.1 ¢1(C(=0)N2[C@ @H](c3cnccec3)CCCC2)nnn(c1)CCN1CC[NH2+]CC1
237 33 -1.1]-26.9 ¢1(C(=0)N2CCc3c(=0)[nH][nH]c3CC2)c2c([nH]c(=0)c1)ccec2
238 2.0 |-1.1|-384 c1(c(c2c(s1)CCCC2)C(=0)OCC)NC(=0)Cnlc(c2nnc(o02)CC)cc2clcccc?
239] 09 |-1.3|-324 c1(c2nnc(02)CC)cn(c2clcccc2)CC(=0)N1CCOCCL

240 -1.8 |-1.1|-244 N1(C(=0)COc2ccc(c3nnco3)cc2)C[C@H](C[C@H](C1)C)C
241 00 |-1.1|-23.2 ¢12¢(c(cc(=0)o1)CN1CC(=0)NCC1)cce(c2C)C

242 06 |-1.1|-29.8 cl(oc(nnl)cleec(ccl)OC)[C@@H](Nclcece(NC(=0)C)ccl)C
243 -1.1 |-1.3|-32.3 N1(C(=0)c2ncc(nc2)C)[C@H](c2cc3c(OCCCO3)cc2)CCCl
244 03 |-1.4|-294 N(C(=0)clncc(ncl)C)[C@H](c1scecl)C1CCCCl

245 -1.0 |-1.1|-274 S(=0)(=0)(c1cce(cc1)OCCOc1ccc(c2nnco2)ccl)N

246/ -0.5 |-1.0|-22.2 nlc(csc1COclccc(ccl)C)CN1CC(=0)NCC1

247 0.0 |-1.1]|-32.7 S(=0)(=0)(c1c2nce(cc2eccl)C)NICCN(C(=0)c2ncc(nc2)C)CCl
248 -25 |-1.2|-28.0 c1(C(=0)NCc2c(CN3C(=0)CCC3)cccc2)c(ncenl)N

249 5.7 -1.0|-20.3 S(=0)(=0)(CC(=0)N1CC(=0)NCC1)clccc(ccl)C

250, -0.5 |-1.4|-28.8 N(C(=0)N)C(=0)CNc1c(CC(=0)N(C)C)ccecl

251 -04 |-1.4|-35.2 N1(Cc2c(CNC(=0)c3ncc(nc3)C)ecccc2)C[C@@H](O[C@@H](C1)C)C
252 -1.4 |-1.3|-26.3 C(=0)(clcc(nccl)CI)NCCCN(C(=0)C)C(C)C

253 0.1 |-1.5|-28.1 n1(c(nnclN)SCCCOclc(C)ccecl)C

254 -1.2 |-1.1]-26.3 ¢1(C(=0)NCc2cc(NC(=0)C3CCC3)ccc2)c(ncenl)N

255 -06 |-1.4|-27.8 c1(C(=0O)NCc2ccc(cc2)[C@@H](O)C)ncc(ncl)C

256 -15 |-0.9|-23.9 N1([C@H](C(=0O)NCCCN2CC(=0)NCC2)c2ccecec2)C(=0)CCccl
257 -1.0 |-1.3|-325 nlc(oc2clncce2)clec(NC(=0)c2c(ncecc2)Cl)c(ccl)C

258 -0.7 |-1.4|-23.9 c1(c(nonl)cleccc(ccl)Br)NC(=0)CC

259 -2.2 |[-1.3]-28.9 olc(nnclclcenccl)S[C@H](C(=0)NCCC(C)C)C

2600 -15 |-1.2|-29.5 n1(nc(c(c1C)CC(=0)NCclncc(ncl)C)C)clcceecd
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