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REMARK
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TITLE
MODEL
HETATM
C
HETATM
C
HETATM
C
HETATM
C
HETATM
C
HETATM
C

1859 O SER A 134 10981 3537 11553 1969
1860 CB SER A 134 24.774 35.647 6.233
1860 CB SER A 134 15519 8253 17621 1336
1861 OG SER A 134 24.471 35.811 4.857
1861 OG SER A 134 17273 9366 18583 1530
1862 H SER A 134 22.970 33.915 5.787
1863 HA SER A 134 23.814 35.397 8.117
1864 HB3 SER A 134 25.398 34.763 6.364
1865 HB2 SER A 134 25.349 36.504 6.582
1866 HG SER A 134 24.308 34.952 4.460
1867 N NMA A 134A 23.059 37.921 7.609
1868 CA NMA A 134A 22.257 39.132 7.517
1869 H NMA A 134A 23.915 37.921 8.143
1870 1HA NMA A 134A 21.363 38.923 6.889
1871 2HA NMA A 134A 21.936 39.449 8.535
1872 3HA NMA A 134A 22.859 39.947 7.057
1 4 5 6
4 1
5 1
6 1
4 COMPLIES WITH FORMAT V. 3.0, 1-DEC-2006
888
888 WRITTEN BY MAESTRO (A PRODUCT OF SCHRODINGER,
BI-7273
1
1 Cl1 CP10 900 6.295 -2.788 5.722
2 C2 cCpl0 900 5.365 -3.516 4.963
3 C3 Cpl10 900 5.806 -4.486 4.047
4 C4 CP10 900 7.184 -4.702 3.897
5 C5 CP10 900 8.119 -4.035 4.689
6 C6 CPl10 900 7.656 -3.075 5.584
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26 17
27 4
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34 10
35 11
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40 14
41 14
42 14
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44 21
45 23
46 24
47 26
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LP-99
1
1 ci1
2 C2
3 C3
4 C4
5 NI
6 Cb5
7 Cé6
8 C7
9 N2
10 cCs8
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COMPLIES WITH FORMAT V. 3.0,
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(A PRODUCT OF SCHRODINGER, LLC)
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201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

-14.

-15.

-13.

-14.

-14.

-16.

-14.

-12.

-12.

-12.

-12.

-13.

-13.

-13.

-13.

-10.

-13.

-12.

-14.

122 -10.
436 -11.
567 -10.
135 -9.
956 -8.
460 -8.
723 -6.
099 -13.
565 -14.
535 -16.
971 -16.
455 -16.
988 -17.
502 -14.
040 -14.
.193 -16.
.397 -17.
.766 -17.
.986 -14.
.500 -10.
.131 -11.
.367 -11.
.327 -12.
774 =17,
027 -16.
112 -15.
682 -13.
757 -13.

663

312

141

275

048

339

862

750

703

093

927

373

404

991

158

922

319

517

619

719

333

118

559

260

733

101

411

612

.178

.150

.431

.895

.357

.508

.405

.296

.186

.347

.322

.860

.135

.026

.013

.363

.578

.856

.899

.105

.985

.572

.393

.287

.030

.785

.791

.551

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

22.

23.

23.

25.

30.

33.

31.

12.

11.

12.

12.

13.

18.

13.

12.

12

44

38

55

90

24

10

49

81

60

63

25

86

51

52

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00
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H

HETATM
H

HETATM
H

HETATM
H
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H

HETATM
H

HETATM
H

HETATM
H

HETATM
H

HETATM
H

HETATM
H

HETATM
H

HETATM
H

HETATM
H

HETATM
H

HETATM
H

HETATM
H

CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT

49

50
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52

53

54

55

56

57

58

59
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61

62

63

64

65
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HAQ2

HAR

HNBA

HBD1

HBD2

HBG

HBI1
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HBH1
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HBH3

HAS

HAV

HAW

HAY

HAZ
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6B2 A

6B2 A

6B2 A

6B2 A

6B2 A

6B2 A

6B2 A

6B2 A

6B2 A

6B2 A

6B2 A

6B2 A

6B2 A

6B2 A

6B2 A

6B2 A

6B2 A

U w o

40

13

12
13
12
15
16

18
19
20
21
22

201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

201

37

10
39

41
10
43
11
44
45
14
28
17

46
48
28
51
23

38

42

47
49
50

24

-14.

-14

-12.

-14.

-13.

-14.

-16.

-17.

-16.

-13.

-15.

-15.

-11.

-12.

-12.

-13.

-13.

173 -14.
.109 -12.
049 -11.
506 -9.
089 -9.
568 7.
655 -9.
010 -7.
888 -8.
662 -6.
083 -7.
239 -5.
577 -12.
183 -16.
940 -18.
874 -14.
067 -13.

958

922

802

695

009

749

066

436

726

615

081

968

964

534

000

568

088

.638

.211

.051

.961

.739

.334

.295

775

.583

.331

.398

.753

.748

.267

.446

.948

.154

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00
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CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
CONECT
ENDMDL
END
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REMARK
REMARK
REMARK
TITLE
MODEL
HETATM
C
HETATM
C

24 21 25
25 24 26
26 25 55
27 25 58
28 14 19
29 28 30
30 29 31
31 30 32
32 31 33
33 32
34 32 35
35 29 34
36 1
37 1
38 1
39 3
40 7
41 7
42 7
43 9
44 11
45 12
46 17
47 17
48 18
49 18
50 19
51 20
52 24
53 24
54 25
55 26
56 26
57 26
58 27
59 27
60 27
61 28
62 30
63 31
64 34
65 35
4
888
888 WRITTEN BY MAESTRO
compund 64
1
1 Cl1 cpPlz2
2 C2 CP12

COMPLIES WITH FORMAT V.

52
27
56
59
29
35
62
63
34

64
65

900

900

53
54
57
60
61

(A PRODUCT OF SCHRODINGER, LLC)

8.973

9.816

3.0,

-9.508

-9.785

1-DEC-2006

3.241

4.489

1.

1.

00

00

0.

0.

00

00
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C
HETATM
C
HETATM
N
HETATM
C
HETATM
C
HETATM
C
HETATM
N
HETATM
C
HETATM
C
HETATM
C
HETATM
C
HETATM
C
HETATM
Cl
HETATM
0
HETATM
C
HETATM
C
HETATM
C
HETATM
C
HETATM
C
HETATM
N
HETATM
C
HETATM
C
HETATM
C
HETATM
0]
HETATM
C
HETATM
C
HETATM
C
HETATM
N

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

C3

c4

N1

C5

Cé6

C7

N2

C8

C9

C10

Cl1

Cl2

CL1

o1l

C1l3

C1l4

Cl5

Cle

Cc17

N3

C18

Cl9

C20

02

cz21

C22

Cc23

N4

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

11.

11.

10.

11.

11.

11.

10.

10.

12.

13.

13.

12.

11.

11.

12.

12.

12.

11.

12.

12.

13.

12.

13.

10.

11.

12.

310

671

837

.495

405

803

818

732

885

112

189

037

298

.720

247

804

528

694

148

662

219

921

092

167

854

886

407

396

-10.

-10.

-10.

-10.

-12.

-12.

-14.

-14.

-13.

-12.

-16.

-10.

-10.

-10.

-11.

-12.

-12.

.613

642

456

134

883

061

.247

963

243

629

746

468

209

246

100

458

663

455

068

. 644

.916

.186

.029

.176

.340

.392

.092

.183

.207

.095

.860

.927

.613

.667

. 956

. 644

171

.705

711

.180

.371

.975

.542

.780

.868

727

.495

.951

.175

.236

.193

.160

.339

.831

.518

.545

.00
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.00
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32

33

34

35

36

37

38

39

40

41

42

43

44

45

46

47

48

49

50

51

52

53

54

55

56

57

58

Cc24

C25

C26

cz7

c28

Cc29

03

H1

H2

H3

H4

H5

H6

H7

H8

HO9

H10

H11

H12

H13

H14

H15

H16

H17

H18

H19

H20

H21

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12

CP12
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CP12
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CP12
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CP12

CP12

CP12

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

900

12.

11.

11.

12.

13.

13.

10.

11.

12.

12.

10.

14.

13.

10.

13.

12.

13.

14.

13.

14.

10.

11.

282

112

098

249

411

421

276

.949

.912

.494

.608

820

687

704

LT

054

137

874

669

247

301

342

209

211

726

798

343

.868

-12.

-14.

-14.

-11.

-13.

-12.

-11.

-13.

-14.

-13.

.798

.071

.689

.030

.743

.128

.893

.848

.434

.142

.790

.901

.397

.210

674

933

048

786

.197

383

730

449

491

184

355

.825

.733

.614

LT

.510

.668

.087

.371

227

.962

.407

.074

.308

.859

.127

779

.469

.233

.163

.131

.204

.470

.770

.329

.196

.359

.087

.682

.759

.093

.507

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00

.00
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.00
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H22

H23
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H25

H26

H27
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CP12

CP12

CP12

CP12

CP12
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14
29
11
12
13
14
13

18
19
20
21
20
23
24
25
24

53
56
30
31
36
33
34
35
36
35

900

900

900

900

900

900

38
40

16
17
10
44
45
46
15
47
48

49
22
25
50
51
28
26
52
27

54
57
37
59
32
60
61
62
63
64

39
41
42
43

55
58

13.

10.

10.

12.

14.

14.

316

218

198

231

291

322

.522

.557

.132

. 955

.222

.673

.307

.147

.460

.208

.714

.462

.00

.00

.00

.00

.00

.00

.00

.00
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END
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REMARK
REMARK
REMARK
TITLE
MODEL
HETATM
N
HETATM
N
HETATM
C
HETATM
C
HETATM
C
HETATM
C
HETATM
C
HETATM
O
HETATM
C
HETATM
C
HETATM
C
HETATM
C
HETATM
C

46 11

47 13

48 14

49 17

50 20

51 21

52 24

53 27

54 27

55 27

56 28

57 28

58 28

59 30

60 32

61 33

62 34

63 35

64 36

4
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PF-47736
1

1 N1 CP13
2 N2 CP13
3 Cl1 cCP13
4 C2 CP13
5 C3 CP13
6 C4 CP13
7 C5 CP13
8 01 CP13
9 C6 CP13
10 C7 CP13
11 C8 CP13
12 C9 CP13
13 C10 CP13

COMPLIES WITH FORMAT V.
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900

900

900

900

900

900

900

900

900

900

900

(A PRODUCT OF SCHRODINGER, LLC)

10.

12.

12.

11.

10.

13.
11.

10.

946

098

408

377

003

.218

.743

550

832

967

.589

.130

.889

3.

-2

0, 1-DEC-2006

.921

.675

.996

.056

.837

.658

.332

.326

.371

.424

.226

. 917

.027

4.966

4.943

5.046

4.708

4.562

4.639

4.856

5.372

4.534

4.232

4.096

4.256

4.442
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.00
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C
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C
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N
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C
HETATM
C
HETATM
0
HETATM
C
HETATM
C
HETATM
C
HETATM
C
HETATM
C
HETATM
C
HETATM
N1+
HETATM
H
HETATM
H
HETATM
H
HETATM
H
HETATM
H
HETATM
H
HETATM
H
HETATM
H
HETATM
H
HETATM
H

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

40

41

N3

C1l1

Clz

N4

N5

C1l3

Cl4

N6

C1l5

Cle

02

Cc17

C18

Cl9

C20

cz21

C22

N7

H1

H2

H3

H4

H5

H6

H7

HS8

HO

H10

CpP13

CpP13

Cp13

CP13

CP13

CP13

CP13

Cp13

CpP13

CpP13

CP13

CP13

CP13

CpP13

CpP13

CpP13

CpP13

CpP13

CpP13

CpP13

CpP13

CpP13

CpP13

CpP13

CpP13

CP13

CP13

CpP13
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900
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900
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900

900

900

900

11.

11.

12.

10.

13.

14.

15.

16.

15.

14.

11.

12.

12.

.867

.643

.46l

.524

.069

.336

.312

518

435

195

826

740

299

831

291

763

230

822

878

.005

887

.918

.006

.300

.898

.941

.447

.981

-10.

-11.

-10.

-11.

-13.

-13.

-12.

-10.

-10.

-12.

.376

.269

.533

.633

.760

.116

.592

.704

553

900

318

852

274

298

306

892

863

489

.046

.539

.586

.047

.863

.360

.507

.933

.905

.049

172

.452

. 740

.932

.784

.162

.186

172

.128

.237

.084

.014

.732

.552

.469

.761

.920

.571

.056

. 917

.629

.890

.975

.063

.856

.784

771

.300
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.00
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H11

H12

H13
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H15

H16

H17

H18
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H25

H26
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Ensemble docking

Table S1. Mean docking score and standard deviation of ensemble docking results.

Compound Mean docking St. Dev.
score
1 -2.54 1.23
2 -3.85 0.91
3 -2.73 1.22
4 -3.12 0.64
5 -2.50 0.81
6 -3.77 1.00
7 -2.96 0.62
8 -3.53 1.20

Additional MD for 4UIW (simulation time: 1 |6)

The calculated MM-GBSA AGying Value is -74.27 kcal/mol

' ' v v v i ' v v 1 ' ' v v ' ' v v v 1
0 500 1000
Time (ns)
Figure S1. RMSD of the backbone atoms of 4UIW.



Figure S2.
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RMSF of 4UIW. The data reported are the mean of the backbone and side chains values and residues with an RMSF
above 3.0 A are labeled.

0.31

0.21

Frequency of distribution

0.01
13.0 135 14.0 14.5 15.0 155 16.0

Radius of gyration (A)
Figure S3. The radius of gyration of 4UIW plotted as frequency of distribution.
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Figure S4. Protein-ligand interactions of 4UIW. Values reported are expressed as the fraction of total time.
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Figure S5. Per-residue interaction of 4UIW. Residues with energetic values below -5.0 kcal/mol are labeled in black and residues
above +5.0 kcal/mol are labeled in red.



