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Table S1: Statistical parameters of all eight training and test sets
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: Different protonation states of catalytic dyad Asp32-Asp228 (OD1 - inner

ne | R RMSD | Q2 se r2m ArPm | Acost Nis | R%red | SP r2m Am Features | No of
test outliers
Trl | 30 | 0.922 | 1.063 0.846 | 0.514 | 0.837 | 0.439 | 73.943 | 186 | 0.603 | 0.635 | 0.546 | 0.128 | 2xa, p 14
Tr2 | 30 | 0.893 | 1.153 0.795 | 0.552 | 0.757 | 0.189 | 56.292 189 | 0.727 | 0.535 | 0.680 | 0.096 | 2xa,d,p | 9
Tr3 | 30 | 0.921 | 2.516 0.802 | 0.512 | 0.792 | 0.176 | 503.631 | 193 | 0.542 | 0.711 | 0.481 | 0.244 | 3xa, p 7
Tr4 | 30 | 0.947 | 1.919 0.895 | 0.346 | 0.889 | 0.093 | 461.35 | 195 | 0.653 | 0.584 | 0.551 | 0.005 | 3xa, p 13
Tr5 | 30 | 0.865 | 2.038 0.739 | 0.622 | 0.713 | 0.228 | 159.967 | 194 | 0.751 | 0.505 | 0.657 | 0.052 | a,d,p,r | 12
Tr6 | 30 | 0.938 | 0.809 0.881 | 0.385 | 0.881 | 0.109 52.008 | 190 | 0.601 | 0.662 | 0.559 | 0.147 | 2xa,d,p | 8
Tr7 | 30 | 0.950 | 1.094 0.901 | 0.332 | 0.901 | 0.092 | 145.882 | 186 | 0.756 | 0.468 | 0.667 | 0.079 | a,d,p,r | 8
Tr8 | 28 | 0.877 | 1.333 0.767 | 0.617 | 0.765 | 0.198 | 62.825 | 195 | 0.564 | 0.636 | 0525 | 0.183 | 2xa, d,p | 7




Table S2: Observed and predicted activity, and SMILES representation of Tr1, Tr2, Tr3, Tr4, Tr5, Tr6

and Tr8

Set
No.

Mol. No.

Activity (pKi nM)

Observed

Predicted

SMILES

Training set 1

Tri-1

Trl-2

Tr1-3

Tri-4

Trl-5

Tr1-6

Tr1-7

Trl-8

Tr1-9

Tr1-10

Tri-11

Tr1-12

Tr1-13

4.328

2.083

5.495

5.770

6.398

5.921

2.260

2.208

4.879

6.252

6.319

6.347

6.252

4.702

2.429

5.881

4.664

5.595

6.211

2421

2.469

5.050
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6.430
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5.495
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5.767

4.242

6.079

5.055
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4.668
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4.668
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7.023
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5.854
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3.799

6.532

5.159

5.263

6.085

O=C2N(C(=N[C@]4(C=1C([H])=C([HDC([FD=C([HDC=1[H][C@@]2([H
DE(HD(IHDNEC3=N/C(=C(/[F])C(=N3)OC([HD(HNIHNC(HD(HDHD)
CA([HDHDN([HDHDC(HD(HDIH]

O=CIN(C(=N[C@]1(C=2C([H])=C(IHDC([HD=C(HDC=2[H])C3=C([H])
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(HD(HDIHDCA(HDIHDC(HD(HDIH]

O=C(N2C([H))(HDIC@@]L(N([H])C(=N[HDN([S](=0)(=0)[C@@]1([H])
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4.538

3.827

3.595

4.092

4.486

O=C(N([HD)CENC(HD)(THD C=1C(HD=C(H)C(HD=C2C=1C([H])=C([
H])C([H])=C2[H])N([H])[H])C=3C(=NOC=3C([H])([HD)[H])C4=C([HDC([
H])=C([HDC([H])=CA[H]

0=C1C([H])=C(OC=2/C1=C(/O[H])C([H])=C(O[H])C=2[H])C3=C(O[H])C
([HD)=C(O[H])C([H])=C3[H]

O=CIN(C(=N[C@]1(C=2C([H])=C(HDC([HD=C(HDC=2[H])C3=C([H])
C(=C([HDC([HD)=C3[H])CA=C([HN=C([HDC(=CAHN)C(HD(HDIHDN(
(HDIHDC(HI(HDIH]

O=CIN(C(=N[C@]1(C=2C([H])=C([HDC([HD=C(HDC=2[H])C3=C([H])
C(=C([HDC([HD)=C3[H])CA=C([H])N=C([HDC([FD=CA[HDN(HD[HDC(L
HI)((HDIH]

Training set 3

Tr3-1

Tr3-2

Tr3-3

Tr3-4

Tr3-5

Tr3-6

Tr3-7

Tr3-8

Tr3-9

Tr3-10

Tr3-11

Tr3-12

5.097

2.083

2.854

4.060

4.301

4.553

4.854

3.745

5.796

5.276

6.569

4521

4.815

2.557

2.513

4.960

5.276

5.098

4.962

4.640

5.784

5.444

6.182

5.101

O=CIN(C(=N[C@]1(C=2C([H])=C([HDC([HD=C([HDC=2[H])C3=C([H])
C(=C([HDC([HD)=C3[H])CA=C([H])C(OC(HN([HNH])=C([H])C([H])=C4
(HDN(HDHDC(HD(HDIH]

0=C1C([H])=C(OC=2/C1=C(/O[H])C([H])=C(O[H])C=2[H])C3=C(O[H])C
([HD)=C(O[H])C([H])=C3[H]

0=C2C=1C(O[H])=C([H])C(O[H])=C([H])C=10/C(=C2/O[H])C3=C([H])C
(IHD=C(O[H])C(O[H])=C3[H]

O=C(N([H])C(=NC([H])([HDC1=C([H])C=2C(C([H])=C1[H])=C([H])C([H]
)=C([HDC=2[H])N([HD[HDC=3C(=N[S]C=3C([H])(IHD[H])C4=C([HDC(
H])=C(OC([HD(IHDIHDC([H])=CA[H]

O=C(N([H)CENC(HD)([HD)C=1C(HD=C(HNC([HD=C2C=1C([H])=C([
HDC([H])=C2[H)N([H])[H])C=3C(=N[S]C=3C([HD(HD[H])C4=C([HDC(
(HD=C(OC(HD(HDIHNC(HD=CAH]

O=C(N([HD)C(ENC([H)(THDC1=C(H) C(=C(H)C(=CL[HDC(HN(HDH
DE(HD(HDIHDN(HDHN)C=2C(=NOC=2C([H])(H)[H])C3=C([H])C([H
D=C(OC(HN(HDHNC([H])=C3[H]

O=C(N([H)C(ENC(HD)([HD)C1=C(H)C(=C(HNC([CIN=C1[H])C([H])=

C(HDCHD(HDCHD(HDOHDN(IHDIH) C=2C(=NOC=2C([H])([HD[
H])C3=C([H])C([H)=C(OC(H)(HDHD)C(H])=C3[H]

O=C(N([H])C(=NC([H])([HD)C1=C([H)C(=C([H)C([CIN=C1[H])C2=C([H
DN=C([H)C(HD=C2[H)N(HD[H)C=3C(=NOC=3C([H])([HN[HDC4=C(
[HDC(HD=C(OC(HD(HNIHDC([H])=CAH]

[FIC=1C([H])=C([FNC(=C([H)C=1[HD[C@@]24N=C(N(C(=O)[C@]2([H]
)C([HD(IHDN(/C3=N/C(=C(/[F])C(=N3)OC(HD(HNHNC(IHD(H)OI[H])
CA(HDHDCHDHDIHDN(HDIH]

O=C2N(C(=N[C@]4(C=1C([FD=C([FC(HD=C(H)C=1[Fh[C@@]2([H]
)C([HD(HDN(C3=N/C(=C(/[F])C(=N3)OC([HD(HNHDC(HD(HDIHDC
A([HDHDN(HDHDC(HD)(HDIH]

O=C2N(C(=N[C@]5(C=1C([FD=C(HDC([F)=C([H])C=1[HDI[C@@]2([H]
)C([HI(IHDN(/C3=N/C(OC(HD([HDHD)=C([FDC(=N3)[C@]4([HDC([H])
((HDCA(HDIHDCS(HDIHDN(HDHD C(HD(HDH]

O=CIN(/C(=N\[HDN([HDI[C@]L(C([HI)((HDC(H])(HDIC@]2([HD)C([H])
(HDCHDHDEHDHDEHIIHDC2(HDHD C(HD(HDIC@]4(THD)




Tr3-13

Tr3-14

Tr3-15

Tr3-16

Tr3-17

Tr3-18

Tr3-19

Tr3-20

Tr3-21

Tr3-22

Tr3-23

Tr3-24

Tr3-25

Tr3-26

5.201

5.638

5.357

6.899

7.023

5.101

5.423

5.190

4.504

4.620

5.886

2.658

3.022

5.244

5.723

5.152

4.842

6.370

7.339

5.035

4.660

4.669

4.800

4.753

5.628

2.751

3.645

4.160

C(HI(HDIC@@](IHD(N([HD)C(=O)N([HD)C3=C([CINC(HD=C(HDC(L
H])=C3[H])C(HD([HDCHD([HD) CA(HDIHDC(HD(HDIH]

O=[S](=0)(N3C([H])([HD[C@@T(IHD(C(HD(HDIC@]L(N([HDC(=N[H])

N(C1=0)C(H)([HDHDC(HDHDC(HD(HDIC@@]2(HNC(HD)(HDC

(HDHDCHDHDC(HDHD C2((HDHD CHD(HD CHD(HD) C3([H]
)HDCHD[HDCHD(HDCHD(HD CHD(HDH]

O=CIN(/C(=N\[HDN(HDIC@IL(C(HI(HDC(HN(HDIC@@]2([HDC(

HD(HDCHDHDCHDHDCHN(HDC2(HDHD C(HD(HDIC@1A(L

H)C(HD(HDIC@@I(HDN(HDIC@@I(HN)CHNH) CIHD(HDC(

HD(HDCHDHDC3(HDHD CHDHD C(HD(HD CA(HDIHDC(HI(
H]D[H]

O=C2N(C(=N[C@]5(C=1C([H])=C([HDC([H])=C(HDC=1[H])[C@@]2([H
DC(HD(HDNEC3=N/C(=C(F))C(=N3)[C@@]4([H]) C(IHD(H)CA(HDL
HDC(HD([HDIHDCS(HDIHDN(HDHD C(HD(HDH]

O=C(/C1=N/C([H])=C(C(H)=C1[HDCFD(FDIFIN(IHDC2=C([H])C(=
C([FDC(H])=C2[HDIC@]3(N([H])C(=N[H]N([S](=0)(=0)C3([HD[H])C([
H)((HDIHDC(HD)(HDIH]

O=C(/C1=N/C([H])=C([CI))C([H])=C1[H)N([H])C2=C([H)C(=C([F)C([H
D=C2[HDIC@I3(N([HDC(=N[HDN([S](=0)(=0)C3(HNHNC(HD(HD[H
DE(HDHDIH]

O=C(N([H])C3=C([H])C([HD=C20C([C@]4([C@]1(N=C(OCL([HD[HDIN(
[HDIHDC2=C3[HNC(HD(HDOCA(HDHI)(CHI(HDHDC(HN)(HDH
DC=5/N=C(/[H])C(=NC=5[H])OC([H])([HD)[H]

O=C(N([H])C3=C([H])C([HD=C20C([C@J4([C@@]1(N=C(OCL([HDIH])

N([HD)[H])C2=C3[H])C(H)([HD) CA(HDHD(CHD(HDIHD C(HD(HDI
H])CS=NC([H])=C([CI))C([H])=C5[H]

O=C(N([H])C3=C([H])C([H])=C20C([C@]4([C@@]1(N=C(OCL([H])[H])

N([HDH])C2=C3[H])C(H)([H)OCA(HNIHN(C(HN(HDHD C(HD(H])
[HDC5=NC([HD=C([CIC(HD=C5C([HN)([HDIH]

O=C(N([H])C3=C([H])C([H])=C2O0C([HD([HDIC@@]4([C@]1(N=C(OCL(
[HDHDN(HDHD)C2=C3[HN)C(HN(HN) CA(IHD[HDC5=NC([H])=C([CI])
C([HD)=C5C(HD(HDH]

O=C(N([H])C3=C([H])C(IH))=C20C(IH] (HDIC@M(C@@]1(N=C(OC1(
[HDIHDN(HDIH)C2=C3[HD CHDHDCATHDIHNC=5/N=C([H])C([CI
)=C(H)C=5[F]

O=C2N(/C(=N\[HDN([HDIC@]4(C=1C([F))=C([HDC([HD=C([CINC=1[H]
)C@I2([HN)C(HD([HDN(C3=N/C(OC([H)(IHD[HD=C([F)C(=N3)C([H])
((HDIHDCA(HDHDC(HD(HDH]

0=CAN(C(=N[C@@](C=1C([H])=C([H])C([H])=C(C=1[H])C2=C([H])C(O
C(HN(HDIHD=C(IHDC(HD)=C2H])(C3=C(HNC(HD=C(HDC(HD=C
S[HNCA(HDIHDN(HDIHDC(HD(HDIH]

0=C4AN(C(=N[C@@](C=1C([H])=C([H])C([H])=C(C=1[H])C2=C([H])C(C
#N)=C([HDC([H])=C2[H])(C3=C([H]) C([HD=C(HNC(HD=C3[H])CA([H]
)IHDN(HDHDC(HD(HDIH]

N#CC=1C([H])=C(C([H])=C([H])C=1[H])C=2C([H])=C([S]C=2[H])[C@]3(
N=C(N(C(=0)C3([HDHDC(HN(IHDHDN(HDIHDC(HIX[HDIH]




Tr3-27

Tr3-28

Tr3-29

Tr3-30

4.106

5.229

4.569

4.796

4.560

5.463

4.567

4.562

O=C(OC(HD(HDIC@@]([H])(N3C(=N/C2=C(\[H])C([H])=C(O/C1=C(\[

H])C([HD)=C([H])C([HD)=C1[H])C([H]))=C2C3([HN[H)N(HD[H])CA=C(][

H)C([HD)=C([HDC(HD)=CAH)N([C@I5(HNC(IHD(HDC(HI(HDC(H
DIHNC(HDHNCS(HDIHDC(HD(HDIH]

O=C2N(C(=N[C@]4(C=1C([H])=C([HDC([HD=C([HDC=1[H])[C@@]2([H
DEHI(IHDNEC3=N/C(=C(/[FI)C(=N3)OC([HD(HNC(HD(HNIHDC(H
DHDIHNCA(HDIHDN(HDHDC(HD(HDIH]

O=CIN(C(=N[C@@]1(/C2=C(\[H])C(=C([H])C([H])=C2[H])C3=C([H])N=
C(HDC(C#N)=C3[HDIC@R@]4([HDC(HD(HDCA(HDIHDN(IHNHDC(L
HI)(HDIH]

0=CIN(C(=N[C@]1(/C2=C(\[H])C(=C([H])C([H])=C2[H])C3=C([H])N=C(
[HDC([FD=C3[HDI[C@@]4([HNC(HD(HDCAHDHDN(HDHDC(HD(
HDIH]

Training set 4

Tr4-1

Tr4-2

Tr4-3

Tr4-4

Tr4-5

Tr4-6

Tr4-7

Tr4-8

Tr4-9

Tr4-10

Tr4-11

4812

2.357

5.215

4.921

4.553

6.114

5.213

7.023

6.312

5.337

3.092

4551

3.061

4.697

4.725

4.649

5.707

4.680

7.338

6.593

5521

3.869

O=C2N(C(=N[C@]4(C=1C([H])=C([HDC([HD=C([HDC=1[H][C@@]2([H
DE(HD(HDNEC3=N/C(=C(/[F])C(=N3)C([HD(HNHNC(HD(HDIHDC
4([HDHDN(HDIHDC(HD)(HDIH]

O=CAN(C(=N[C@@](/C1=C(\[H])C([H])=C([H])C(=C1[H])C2=C([H])N=
C(HDC(H)=C2[HD(C3=C([HDC([H])=C([HDC([H])=C3[H])CA([HD)[H])
N([HDHDC(HD(HDH]

O=C2N(C(=N[C@]4(C=1C([H])=C([HDC([HD=C([HDC=1[H][C@@]2([H
DE(HD(HDNEC3=N/C(=C(/[FI)C(=N3)C([HI)(HDC(HI(HDIHDC(H])
((HDHDCA(HDHDN(HDIHDC(HI)(IHDIH]

[HI/C5=C(/C([H])=C1C(O[C@@]4([C@I3([C@@]12N=C(OC2([HD[HDN(

(HDHDCHD(HDOC(HDHD CHD(HD C(HD(HD) CA(IHDIHD=CS[H
DCE=C([HIN=C([HDC(CHCC(H])([HD)[H])=C6[H]

O=C(N([H])C3=C([H])C([H])=C2O0C([HD([HDIC@@]4([C@]1(N=C(OCL(
(HDHDN(HDHN)C2=C3[HNC(HN(HN)CA(IHD[HDC=5/N=C(/[H])C(C#
N)=C([H])C=5[Cl]

O=C2N(C(=N[C@]4(C=1C([FD=C(HDC([FD=C([F])C=1[HDI[C@@]2([H]
)C(HD(HDN(C3=N/C(=C(/[F])C(=N3)OC([HD(HNHDC(HD(HDIHDC
4([HDHDN(HDIHDC(HD(HDIH]

O=C(N([H])C3=C([H])C([H])=C20C([C@]4([C@@]1(N=C(OC1([H])[H])
N([HD)[H])C2=C3[H])C(H)([HD)CA(HDHD(CHD(HDIHD C(HD(HDI
H])C5=NC([H])=C(/N=C5/[H))OC([H])([HD[H]

O=C(/C1=N/C([H])=C([CI])C([H])=C1[HDN([H])C2=C([H)C(=C([F)C([H
D=C2[HDIC@I3(N([HDC(=N[HDN([S](=0)(=0)C3(HNHNC(HD(HD[H
DE(HD(HDIH]

O=C(/C1=N/C([H])=C([FI)C([H])=C1[H])N([H])C2=C([F])C(=C([F])C([H]
)=C2[H][C@]3(N([H])C(=N[HDN([S](=0)(=0)C3([HD[HDC(HI)([HDIH]
)C([HI(HDIH]

O=[SI3(=0)N(/C(=N\[H)N([H])[C@])(C=1[S]C([H])=C(C=1[H])C2=C([H])
C([HD)=C([FDC(C#N)=C2[H])(C3(HNIHNC(HD(HNDIHDC(HD(HDIH]

O=C(N([H])C1=C([HNC(=C(HDC(=CLHNC(FN(FDIFNCFN(FDIFHN
(IHDC2=C([H]))C(=C(C(HD)=C2[H)N(C(HD([HDHDC(HD(HDIH)C(=




Tr4-12

Tr4-13

Tr4-14

Tr4-15

Tr4-16

Tr4-17

Tr4-18

Tr4-19

Tr4-20

Tr4-21

Tr4-22

Tr4-23

Tr4-24

4.041

4.559

5.538

5.456

5.523

6.000

5.523

5.523

5.409

5.285

4.801

4.458

3.770

4.337

4.549

5.114

5.861

5.464

6.213

5.656

5.324

5.226

5.762

4.617

4.266

4.098

ON([HDC(HD(HDCHDHD CHDHDNIC(HD(HDCHD(HDOC(L
HD(IHDC3(HDIH]

O=C(N([HD)CENC(HD([HDC1=C(HNC([CIN=C([CIMC(HD=CLHDN(
H])[H])C=2C(=NOC=2C([H])([H])[H])C3=C([H)C([HD=C(OC(HD(HNL
H])C([H])=C3[H]

O=CIN(/C(=N/[HDN(HD[C@IL(C(HI)(HDC(HN(HDIC@@]2((HDC(L
HI((HDCHDHDCARDIHDC(HDHDC2(HDHDC(HD(HDIC@@]4
(HDCS(HD(HDIC@@I(HD(N([HDC(=O)N([H)C3=C(OC([HN)([HDH])
C([HD=C(HDC(HD)=C3MHNC(HDHNC(HD(HDCA(HDIHD C(HD/([H]
)[H]

O=CIN(/C(=N\[HDN([HDIC@]L(C(HI(HDC(HI(HDIC@]2([HD)C([H])

(HDCHDHDEHDHDEHI(HDC2(HDHD C(HD(HDIC@]3(THD)

C(HD(HDN(CEO)OC(C(HD([HDHD(CHDIHDIHDCHD([HDHDC(
(HDHDC(HDHDC3(HDIHDC(HD(HDIH]

O=[S]2(=0)N(/C(=N/[HDN([H]D[C@]4(/C1=C(H])C(IHD=C([F)C([H])=
C1[HDIC@I2([HDC(HI)(IHDN(/C3=N/C(=C(/[F])C(=N3)OC([HD(HD[H]
)C(HD(HDHDCA(HDHD C(HD(HDH]

O=[S]2(=0)N(/C(=N/[H)N([H])[C@]4(/C1=C([H])C(HD=C([FN)C([H])=
C1[FDIC@]2([HNC(HD(IHDNEC3=N/C(=C(/[F)C(=N3)OC([H)([HDH])
C(HDHDHDCAHDIHDC(HD(HDIH]

O=[S]2(=0)N(/C(=N/[HDN([H]D[C@]4(/C1=C(H])C([F)=C([H])C([H])=
C1[FDIC@I2([HNC(IHD(HDNEC3=N/C(OC([H])(IHDIHD=C(HDC(=C3[
H)C(HD([HDOC(HN)(HDIHD CA(HDIHNC(HD(HDIH]

O=[S]2(=0)N(/C(=N/[H)N([H]D[C@]4(/C1=C(H]) C(IHD=C(H)C([H])=
C1[HDIC@I2([HDC(HN(HDN(C3=N/C(OC(H)(HDH])=C([F])C(=N3)
OC([HI(HDIHDCA(HDHDC(HD(HDIH]

O=C2N(C(=N[C@]4(C=1C([FD=C(HDC([FD=C([FD)C=1[FD[C@@]2([H])
C([HD)([HDN(/C3=N/C(OC(HN(HDHN)=C([FI)C(=N3)C(HD(HN[H])C4
((HDHDN(HDHDC(HD(HDIH]

O=C2N(C(=N[C@]4(/C1=C(\[H)C([CI)=C(HDC(HD=CL[HDIC@@]2([
H])C([HD([HDN(C3=N/C(OC(HD(HDH)=C([FI)C(=N3)C([HD(HD[H]
)CA(HDHDN(HDHDC(HD(HDIH]

O=[S](=0)(N(C=2C([H])=C(C([HD)=C([H]D)[C@@]1([HDC(H])([HD[C@]1

(HDC(HD(HDIHDC(HD=C(C=2[H])C3=NN=C(O3)[C@@](C([H])([H])

(HD(C(HD(HD) C=4C([HD=C(HNC(IHD=C(HNC=4[HD[N+]((HD(HD[H
DEHDAHDCAHDIHDCHDIHDIHDC(HD(HDIH]

0=C(/C1=C(\[H)C(HD=C(HNC(=C1[H])C(HD([H)NAC(=NC=3C([H])=

C([HDC(OC=2C(H)=C(H)C(IHD=C(HNC=2[H])=C([H])C=3C4([H])[H

DN(HDIHDN(CHD(HDHDCSHDCHDHDCHD(HDC(HI(IHDC
(IHD(HDCS(HDIH]

O=C2N([H])C1=C([H])C([H])=C([H])C([H])=CIN([H])C3=C2C([H])=C([H
DC(=C3[H])C(=O)N([H])C4=N/C(=C(/[H))NA[H])CS=C([H])C([H])=NC([
H])=C5[H]

O=C(N([HD)CENC(HD)(THD C=1C(HD=C(H)C(HD=C2C=1C([H])=C([
H])C([H])=C2[H])N([H])[H])C=3C(=NOC=3C([H])([HD)[H])C4=C([HDC([
H])=C(OC([HD(IHDIHDC([H])=CA[H]




Tr4-25

Tr4-26

Tr4-27

Tr4-28

Tr4-29

Tr4-30

3.921

4.367

4.921

4.538

2.083

4.509

4.015

4.304

4.297

4.497

2.183

4.260

O=C(N([H])C(=ENC([H])([HDC1=C([H)C(=C(H)C([CN)=C1[H]))C=2C([H
D=C(HDISIC=2[H)N([H])[H])C=3C(=NOC=3C([H)(HN[H])C4=C([H])
C([H])=C(OC([H)(HDIHDC([H])=CA[H]

O=C(N([H)C(ENC(HD)([HD)C1=C(HNC(=C(HNC([CIN=C1[H])C([H])=
C([HDHDN([HDIHDC=2C(=NOC=2C([H])([HD[H]DC3=C([H]) C(H])=C(
OC([HN(IHDIHDC(HD)=C3[H]

O=C(N([HD)C(=NC([H])(IHDC1=C(H)C([C=C(C([CIN)=CLHDN(HDI
H)N([HD[H])C=2C(=NOC=2C([H])([HD[HDC3=C([H])C([H])=C(OC([H])
(IHDIHDC(H])=C3[H]

O=C(N(HDC(ENC(HIHDCL=CHDCC=CHNC(CIN=CLIHDN(
HDIH])C=2C(=NSIC=2C(HD(HDIHDC3=C(HNC(HD=COCHD(HDL
HDC(HD=C3[H]

0=C1C([H])=C(OC=2/C1=C(/O[H])C([H])=C(O[H])C=2[H])C3=C(O[H])C
([HD)=C(O[HN)C([H])=C3[H]

O=CIN(C(=N[C@]1(C=2C([H])=C([HDC([HD=C(HDC=2[H])C3=C([H])
C(=C([HDC([HD)=C3[H])C=4/N=C(/[H])C([H])=NC=4[HN([HD[HDC([H]
)((HDIH]

Training set 5

Tr5-1

Tr5-2

Tr5-3

Tr5-4

Tr5-5

Tr5-6

Tr5-7

Tr5-8

Tr5-9

4.959

2.083

2.193

4.071

4.824

4.530

5.495

6.276

6.215

4.253

1.933

3.693

4.264

4.906

3.861

5414

5.639

6.373

O=CIN(C(=N[C@]1(C=2C([H])=C([HDC([HD=C(HDC=2[H])C3=C([H])
C(=C([HDC([HD)=C3[H])CA=C([H])N=C([HDC([H])=CAHDN([HD)[H])C([
HI)((HDIH]

0=C1C([H])=C(OC=2/C1=C(/O[H])C([H])=C(O[H])C=2[H])C3=C(O[H])C
([HD=C(O[H])C([H])=C3[H]

0=C1C4=C(O/C(=CL/C(H)(HNC(HN=C(C(HN(HDHD C(HD(HDIH]
)C=2C([H])=C([H])C(O[H])=C([H])C=20[H])C3=C(OC(C([H])=C3[H])(C(
(HDHDHDC(HD(HDIH)C((H])=CAO[H]

O=C(N([H)C(ENC(HD)([HD)C1=C(H)C(=C(HNC([CIN=C1[H])C([H])=
C(HDCHDHDCHD(HD CHD(HDHDN(HD[H]) C=2C(=NOC=2C([
H)((HDIHDC3=C([HN)C([H])=C(OC(H)([HNHD)C([H])=C3[H]

O=C(N([HD)CENC(HD([HD C1=C(HNC(=C(HNC([CIN=C1[H])C([H])=
C([HDC(HD([HDOC(HN([HDHDN(IHDIH) C=2C(=NOC=2C([H])([H][
H])C3=C([H])C([H)=C(OC(HN(HDHN)C(H])=C3[H]

O=C2N([H])C1=C([H])C(HD)=C([HD)C([H])=CIN([H])C=3/C2=C(/[H])C([
H])=C(C=3[H])C(=O)N([H])C4=C([H])C([H)=NC([H])=C4[H]

[F)/C1=C(/N=C(/N=CL/OC([H])([HDHDNIC([H])([HDI[C@@]2(N=C(N(C
(FO)C@I2([HN)C3(HNHNC(HD(HNDIHDN(HDHD)C4=C([HDC([H])=C
(IFDC(HD=CA[FDC(FD(FDIFI

O=C2N(C(=N[C@]4(C=1C([H])=C([HDC([FD=C(HNC=1[FDIC@@]2([H]
)C(HD(HDNEC3=N/C(OC(HD)([HD[HD)=C([FDC(E=N3)CHD(HDC(H])
(HDHDCA(HDHDN(HDIHDC(HI)(IHDIH]

O=C2N(C(=N[C@]4(C=1C([H])=C([HDC([FD=C(HDC=1[H][C@@]2([H
DEHD(HDNEC3=N/C(OC(HN([HDHD)=C([FNC(=N3)C(H)([H])C([H]
)J(HDHDCA(HDHDN(HDIHDC(HD(HDIH]
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Tr5-10

Tr5-11

Tr5-12

Tr5-13

Tr5-14

Tr5-15

Tr5-16

Tr5-17

Tr5-18

Tr5-19

Tr5-20

Tr5-21

Tr5-22

6.745

5.215

5.071

4.860

4.907

5.367

5.886

3.009

6.785

7.023

5.039

5.368

5.991

5.838

5.329

5.060

5.110

4.904

4.898

5.039

4.364

6.728

6.646

4.997

5.923

5.240

O=C2N(C(=N[C@]4(C=1C([H])=C([HDC([FD=C(HNC=1[F)IC@@]2([H]
)C([HD(IHDN(/C3=N/C(OC(H)([HD[HD)=C([FDC(=N3)OC(H)([HDH])
CA([HDHDN([HDHDC(HD([HDIH]

O=[S]2(=0)N(/C(=N/[H)N([H])[C@]4(/C1=C(\H])C(H)=C(H)C([H])=
C1HDIC@I2([HDC(HN(HDN(C3=N/C(OC(H)(HDH])=C([H])C(=C3[
HDC(HD(HDOC(HN(HDC(HD(HDHD CAHDIHDC(HD(HDIH]

O=CIN(/C(=N/[HDN(HDIC@IL(C(HI(HDC(H)(HDIC@@]2([HDC(I

HD(HDCHDHDCHDHDCHN(HDC2(HD HD C(HD(HDIC@I3(

HDC(HD([HDN(CEOIN(HDCHDIHDCHDIHDCHNIHDIHDC(H]
JHDCS(HDHDC3(HDIHDC(HD(HDIH]

O=CIN(/C(=N\[HDN(HDIC@IL(C(HI(HDC(HN(HDIC@@]2([HDC(

HD(HDCHDHDCIHDHDCHN(HDC2(HDHD C(HD(HDIC@1A(L

HDC(HD(HDIC@@I(HDN(HDC(=O)N(HDIC@@]3(HD)C(HD(HD)C

(HDHDCHDHNC(HDHD C3(HDHD CHD (HD) CHD([HD) CA(H]
)IHDC(HD)(HDIH]

O=CIN(/C(=N\[HDN(HDIC@IL(C(HI)(HDC(H)(HDIC@@]2((HDC(L

HDHDCHDIHDCHDHDCHDIHDC2(HD HD C(HD(HDIC@14(

HDCHD(HDN(CEO)CHN(HDIC@I3(HNC(HD(HDC(HD(HDC(H
DHDC3(HDHDCHDIHDCHDHDCAHDIHDC(HD(HDIH]

O=CIN(/C(=N\[HDN(HD[C@IL(C(HI)(HDC(H)(HDIC@@]2((HDC(L

HDHDCHDHDCHDHDCHDHDC2(HDHD C(HD(HDIC@]4(L

HDC(HD(HDIC@@I(HDN(HDIC@I3(HNC(HD(HNDC(HD(HDC(H
DHDC3(HDHDCHDIHDC(HD(HDCAHDIHDC(HD(HDIH]

O=CIN(/C(=N\[HDN(HD[C@IL(C(HI)(HDC(H)(HDIC@@]2(HDC(L

HDHDCIHDIHDCHDHDCHDHDC2(HDHD C(HD(HDIC@]4(

HDC(HD(HDIC@@](IHD(N([H])C(=0)C3=C([HNC([H])=C([H])C(H])=
C3HNC(HDHNC(HDAHDCA(HDIHDC(HD(HDIH]

O=C(N([H])C1=C([HDC(=C(C([HD=CLHDN(C(HI)(HDHDC(HN([HDL
H)CEOIN([HDC(HD([HDCHD(HD CHD(HDOC(HD([HD) C(HD([H]
)IHDN([HD)C2=C([HDC([CI)=C([HDC([H])=C2[H]

0=C(/C1=N/C([H])=C(/N=CL/[H])OC([H])([H])[H])N([H])C2=C([H])C(=C
([(FDC(HD)=C2[HDIC@I3(N([HDC(ENHDN([S](=0)(=0)C3([HDIHDC(H
DAHDHDCHDHDIH]

O=C(/C1=N/C([H])=C([CI))C([H])=C1[H)N([H])C2=C([H)C(=C([F)C([H
D=C2[HDIC@I3(N([HDC(=N[HDN([S](=0)(=0)C3(HNIHNC(HD(HD[H
DE(HDHDIH]

O=C(N([H])C3=C([H])C([HD=C20C([C@J4([C@@]1(N=C(OCL([HDIH])
N([HD)[H])C2=C3[H])C(H)([HN)CA(HDHD(C(HD(HDHD C(HD(HDI
H])C5=NC([H])=C([F))C([H])=C5[H]

O=C(N([H])C3=C([H])C([H])=C20C([C@]4([C@@]1(N=C(OC1([H])[H])
N([HDH])C2=C3[H])C(H)([HD)OCA(HDHN(C(HD(HDHD C(HD(H])
[HD)C=5/N=C(/[H])C(=NC=5[H])OC([H])([HD[H]

O=C(N([H)C3=C([H])C([HD=C20C([C@J4([C@@]1(N=C(OCL([HDIH])

N([HD[H])C2=C3[H])C(HD([H)OCA(HNIHN(C(HN(HDHD C(HD(H])
[H])C=5/N=C(/[H])C([Br])=C([H])C=5[H]
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Tr5-23

Tr5-24

Tr5-25

Tr5-26

Tr5-27

Tr5-28

Tr5-29

Tr5-30

4.206

5.044

4.910

4.932

4.863

6.770

4.523

3.222

4111

4.706

4.188

5.132

5.872

6.896

4.762

4.427

O=C(N([H])C3=C([H])C([H])=C2O0C([HD([HDIC@@]4([C@]1(N=C(OCL(
[HDHDN(HDHDC2=C3[H])C(HD(H) CA(IHD[H)C5=NC([H])=C([Br])
C([H])=N5

[H]/C4=C(/C([H])=C1C(OC([C@@]3([C@]12N=C(OC2([H])[H)N(H]D[H
DEHNIHDOCI(HDHN(CHD(HDIHDCHD([HDHD)=CAH])C5=C([
H)N=C([H)C(C#CC([H])(IHDIH])=CS[H]

[H/C4=C(/C([H])=C1C(OC(HD(HDIC@@]3([C@]12N=C(OC2([H])[H])
N([HDHDC(HD(HD)OC3(HD[H])=CA[H])C5=C([H])N=C([H])C(C#CC(]
H])((HD[HD=C5[H]

O=C(N([H])C3=C([H])C([H])=C20C([C@]4([C@@]1(N=C(OC1([H])[H])

N([HDH])C2=C3[H])C(H)([HD)OCA(HDIHN(C(HD(HDHD C(HD(H])
[HDC=5/N=C(/[H])C([F])=C([H])C=5[H]

O=C2N(C(=N[C@]4(C=1C([H])=C([HDC([H])=C(HDC=1[H])[C@@]2([H
DEHDN(HDNEC3=N/C(OC(HD(HD C(HN(HDHD)=C([F))C(=N3)OC(]
HI)((HDIHDCA(HDHDN(HDHD)C(HD(HDH]

O=C3N(C(=N[C@](C=2[S]C(C=1C([H])=C(CHCC([HD)([HDHD)C([H])=N
C=1[H])=C([HDC=2[CI)(C3(HDHDC(HD(HDIHDN(H)H) C(HD(H]
)[H]

O=CIN(C(=N[C@@]1(C=2C([H])=C([H])C([H])=C([H])C=2[H])C3=C([H]
)C([CIN=C(HDC(HD)=C3HDN(HD[HDC(HND(HDH]

O=CIN(C(=N[C@@]1(C=2C([H])=C([H])C([H])=C([H])C=2[H])C3=C([H]
)C(=C(HDC(H])=C3H])CA=C([HDC(OC([HN(HDIHD=C([HDC(H])=C
AHDN(HDIHDC(HD(HDIH]

Training set 6

Tr6-1

Tr6-2

Tr6-3

Tr6-4

Tr6-5

Tr6-6

Tr6-7

5.046

2.083

4.569

3.658

6.071

4.510

4.533

4.937

2.785

3.550

3.481

6.056

4.590

4.336

O=CIN(C(=N[C@]1(C=2C([H])=C([HDC([HD=C(HDC=2[H])C3=C([H])
C(=C([HDC(H])=C3[H])CA=C([HDN=C([HDC([CIN=CA[HDN(HDHDC(L
HI)((HDIH]

0=C1C([H])=C(OC=2/C1=C(/O[H])C([H])=C(O[H])C=2[H])C3=C(O[H])C
([HD=C(O[H])C([H])=C3[H]

O=C(N([HD)CENC(HD(THD C1=C(HNC([BrI)=C([HDC(CI))=CLH)N([
H])[H])C=2C(=NOC=2C([H])([H])[H])C3=C([H)C([HD=C(OC(HD(HNL
H])C([H])=C3[H]

O=C(N([HD)CENC(HD([HD)C1=C(HNC([CIN=C(HNC([CI=CLHDN(
H][H])C=2C(=NOC=2C([H])([H])[H])C3=C(HDC([HD=C([F)C(HD=C3[
H]

O=C2N(C(=N[C@]4(C=1C([F)=C([HDC(HD=C([FC=1[HDI[C@@]2([H]
)C([HD([HDN(/C3=N/C(=C(/[F])C(=N3)OC([HD(HNHDC(HI)(HD[HDC
A([HDHDN(HDIHDC(HD)(HDIH]

O=C2N([H])C1=C([HDC(H)=C([HDC([HD=CIN([H])C=3/C2=C(/[H])C([
H])=C(C=3[H])C(=0)N([H])C4=NC=5C(NA4[H])=C([H])N=C([H])C=5[H]

O=C2N([H)C=1C([H])=C([HDC(HD)=C([H])C=IN([H])C3=C2C([H])=C([

H])C(=C3[H])C(=O)N([H])C4=N/C(=C(/[H)N4[H])C5=C([H)C([H])=C([F
DC(HD=C5[H]
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Tr6-8

Tr6-9

Tr6-10

Tr6-11

Tr6-12

Tr6-13

Tr6-14

Tr6-15

Tr6-16

Tr6-17

Tr6-18

Tr6-19

Tr6-20

Tr6-21

4.613

2.863

5.194

5.854

6.036

6.222

5.959

5.086

4.233

6.357

5.310

3.620

6.523

7.023

4.529

3.571

4.977

5.987

6.054

6.367

6.077

5.161

4.775

6.078

5.233

3.483

6.065

7.183

O0=C2N([H)C1=C([H])C(HD)=C(HD)C(H])=CIN([H])C=3/C2=C(/[H)C([
H])=C(C=3[H])C(=O)N([H])C4=NC=5C(N4[H])=C([H])C([F])=C([H])C=5[
H]

0=C30C=2C(OC([H)([HNH])=C1OC([H])=C([H])C1=C(OC([HI)((HDC(L
HD=C(CHDHDCHDHDC(HD=CCHDIHDIHDCHD(IHDHDC(
H(IHDIHDC=2C([H])=C3[H]

N#C/C1=C(\[H])C(=C([H])C([H])=C1[H])C2=C([H])[S)/C(=C2/[H]))[C@@
I3SN=C(N(C(=0)[C@I3([HDC(HN([H)N(C=4N=C(C([H])=C([H])C=4[H]
)CFDAFDIFDCSHDIHDCHDAHDHDN(HDIH]

O=C2N(C(=N[C@]4(C=1C([H])=C(C#N)C([H])=C([H])C=1[HD[C@@]2([
H)C(HD([HDN(C3=N/C(=C(/[F])C(EN3)OC([HI)(HDIHDC(HD(HDIH]
)CA(HDHDN(HDHDC(HD(HDIH]

O=C2N(C(=N[C@]4(C=1C([FD=C([CIMC([F)=C([HN)C=1[H])[C@@]2([H
DE(HD(IHDNEC3=N/C(=C(/[F])C(=N3)OC(HD(HNIHNC(HD(HDHD)
CA([HDHDN(HDHDC(HD(HDIH]

O=C2N(C(=N[C@]4(C=1C([FD=C(HDC(HD=C(HDC=1[H][C@@]2([H
DC(HD(HDNEC3=N/C(=CF])C(=N3)OC(HDN(HNIHDC(HD(HDIHD)
CA([HDHDNHDIHDC(HD(HDIH]

[FIC=1C([H])=C([F)C(=C([H)C=1[HD[C@@]24N=C(N(C(=O)[C@]2([H]
)C([HD([HDN(C3=N/C(=C(/[F])C(=ENI)OC([HI(IHDIHDCFDIFNC(H])
(HDHDCA(HDHDCHD(HDHDN(HDIH]

O=[S]2(=0)N(/C(=N/[H)N([H][C@]4(/C1=C(H])C([HD=C(H)C([H])=
C1[HDIC@I2([HDC(HI)([HDN(/C3=N/C(=C(/[F])C(=N3)OC([H(HD[H]
)CHD([HDCHD(HDHD) CAHDHDC(HD(HDIH]

O=CIN(/C(=N\[HDN([HDI[C@]L(C([HI)((HDC(HI)(HDIC@]2([HD)C([H])

(HDCHDHDEHDHDEHIIHDC2(HD HD C(HD(HDIC@]4(THD)

C(HI(HDIC@I([HD(N(HNC(=0)C(HN)([H)C3=C([H)C(HD=C(HDC(
(HD=C3[HDC(HD([HDC(HD([HDCAHDIHDC(HD(HDIH]

O=C2N(C(=N[C@]4(C=1C([H])=C([HDC([FD=C(HDC=1[H])[C@@]2([H
DCHD(HDNEC3=N/C(OC(H)([HDHD)=C([FDC(=N3)OC(H])([HDH]
)CA(HDHDN(HDIHDC(HD(HDIH]

O=CIN(/C(=N/[HDN(HDIC@IL(C(HI(HDC(HN(HDIC@@]2([HDC(

HD(HDCHDHDCHDHDCHN(HDC2(HD HD C(HD(HDIC@13(

HDC(HD(HDN(CEO)C(HN(HDCHD(HDCHD(HD CHD(HDHD)
C(HDIHDCI(HDIHDC(HD(HDIH]

O=C(N([HD)CENC(HD)(HDC1=C(HDC([CIN=C([CIC(HD=CLHDN(
H])[H])C=2C(=NOC=2C([H])([H])[H])C3=C([H)C([HD=C([F)C(H)=C3[
H]

O=C(/C1=N/C([H])=C(C([H)=C1[HDC(H])(IHDHDN(HDC2=C([H])C(=
C([FDC(HD=C2[HDIC@]3(N([H])C(=N[HDN([S](=0)(=0)C3([HDIHDC([
HI((HDIHDC(HD(HDIH]

O=C(/C1=N/C([H])=C([CI])C([H])=C1[HDN([H])C2=C([H)C(=C([F)C([H
D=C2[HDIC@I3(N([HDC(=N[HDN([S](=0)(=0)C3(HNHNC(HD(HD[H
DE(HD(HDIH]
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Tr6-22

Tr6-23

Tr6-24

Tr6-25

Tr6-26

Tr6-27

Tr6-28

Tr6-29

Tr6-30

5.278

4.466

4971

6.328

4914

4.432

4.337

3.420

5.373

5.484

4.641

4.712

6.183

4.999

3.579

4.989

3.929

5.437

O=C(N([H])C3=C([H])C([HD=C20C([C@J4([C@@]1(N=C(OCL([HDIH])
N([HD)[H])C2=C3[H])C(HD)([HN)CA(HDHD(C(HD(HDHDC(HD(HDI
H])C5=NC([H])=C(/N=C5/[H)C([FD([FD)[H]

O=C(N([H])C3=C([H])C([H])=C2OC([HD(HD)I[C@@]4([C@]1(N=C(OCL(
(HDHDN(HDIHDC2=C3HN) C(HD(HD) CA(IHD[HDC=5/N=C(/[H])C(C#
N)=C([H])C=5[H]

[H/C4=C(/C([H])=C1C(O[C@](HD([C@]3([C@]12N=C(OC2([H])[H]N(
(HDHDCHI(HDOCI(HNHNC(HD(HN)C(HD([HD)[H])=C4[H])C5=C
((HDN=C([HD)C(C#CC(HD(HD[H]D=C5[H]

O=C2N(/C(=N\[H])N(HD[C@]A(C=1C([F])=C([HDC([FD=C(IHDC=1[H]D[
C@I2(HNC(HDN(HDNEC3=N/C(OC([HI)(IHDIHD=C(IFNCENS)C(HN(
HDIHDCA(HDIHDC(HD(HDIH]

O=C(N([C@@]1([HN)C(HN([HNCHDHD CHNHD C(HN(HN)CL([H]
IHDCHD(HDHDCHD(HD) CHD(HDIC@@]([H])(NAC(=N/C3=C(\[
H])C([H])=C(OC=2C([H])=C([H])C([H])=C([H])C=2[H])C([H])=C3CA4([H]
JIHDN(HDIHDIC@TS([HDCHD(HD OC(HD (HD CHD(HD) CS(IHDH]

O=CIN(C(=N[C@]1(/C2=C(\[H])C(HD=C(HNC(HD=C2[H])C3=C([H])
C(C#N)=C([H])C(HD)=C3[HDN(HDHD C(HD(HDIH]

O=CIN(C(=N[C@]1(/C2=C(\[H])C(HD=C([H)C(HD=C2[H])C3=C([H])
C(=C([HDC([HD)=C3[H])CA=C([HDC(OC(HN(HDC(HN(HDIHD)=C([H]
)C([H])=CAHDN(HD[H])C(HD([HDH]

O=CIN(C(=N[C@]1(C=2C([H]))=C([HDC([HD=C(HDC=2[H])C3=C([H])
C(=C([HDC([HD)=C3[H])CA=C([H])C([H])=C(OC([H])([HD[H])C([H])=C4
(HDN(HDHDC(HD(HDIH]

[FI/C1=CAHDC([HD)=C(C([H])=C1[HDIC@I(HD(N([HDC(=0)C2=C([H]
)C(=C([HDC(=C2[H])C3=NN=C(O3)[C@@](C([HD(HNIHN(C(HD(HNC
=4C([HD=C(HNC(HD=C(HDC=A[HDN+(HD(HDIHDN(C(HD(HDI
H]DISI(=O)(O)C(HI(HDIHDC(HD(HDIH]

Training set 8

Tr8-1

Tr8-2

Tr8-3

Tr8-4

Tr8-5

2.721

2.083

5.658

5.886

3.097

4.622

2.721

4.163

6.572

3.190

O=C3N([HDIC@I(IHN(C(=O)N([HD[C@I([HI)([C@@](HN(OHNC(HI)X(

(HDN(HDC(HD(HD C1=C([HDC(=C([HDC(HD)=CLHDN(C(HD([H]H

DE(HN(HDHDC(HN(HDC2=C(H) C(HD=C(H)C(IHD=C2[H])C([H]
)(IHDNS[H]

0=C1C([H])=C(OC=2/C1=C(/O[H])C([H])=C(O[H])C=2[H])C3=C(O[H])C
([HD)=C(O[H])C([H])=C3[H]

O=C3N(C([HD(HDC(HD(IHDC=4C([H])=C(OC=2C([H])=C([H])C=1N=

CIN(C(HI(THDC=1C=2[HDIC@I(HN(C(HD(HD C3(HDHDC(HN/(C(

HD(HDHDCHD(HDIHDN(HDHDC(HD=C((HDC=4[H])[C@@]5([H]
)C(HD([HDCHD(HDOC(HN([HD)CS(HN)H]

[FIC=1C([H])=C(C([H])=C([FDC=1[HDC(HD([HDIC@@I(IHD(N([H])C(

=0)C2=C([H])C(=C([H])C(=C2[H])C(=O)N3[C@]([HD(C(HD(HDC(HI)X

(HDC3(HDHDCHD([HDOC(HD(HDH) C(HD(HDHDIC@I(HD(OL

HDIC@JA(HDN(HDC(HD(HDCHD(HDN(CA(HDIHDISIEO)(=0)C(
HI)(HDIH]

[H]C=2C(O[H])=C([H])C=10C=3C(0C=1C=20[H])=C([H])C(O[H])=C40
C5=C(0C=34)C(O[H])=C([H])C(O[H])=C5[H]
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Tr8-6

Tr8-7

Tr8-8

Tr8-9

Tr8-10

Tr8-11

Tr8-12

Tr8-13

Tr8-14

Tr8-15

Tr8-16

Tr8-17

Tr8-18

Tr8-19

3.745

4.678

4.319

3.398

6.046

5.585

6.187

6.155

6.155

5.495

5.721

5.292

5.071

7.000

3.584

4.496

4.822

4.104

6.051

4.767

6.215

6.419

5.634

5.751

5.834

5.710

4.497

6.926

O=C(N([HD)CENC(HD)(THD C=1C(HD=C(H)C(HD=C2C=1C([H])=C([
H])C([H])=C2[H])N([H])[H])C=3C(=NOC=3C([H])([HD)[H])C4=C([HDC([
H])=C([F])C([H])=CA[H]

O=C(N([HD)CENC(HD)([HD)C1=C(HNC([CIN=C(HNC([CI=CLHDN(
HD[H])C=2C(=NN([H])C=2C([H])([HD[HDC3=C([HN)C([H])=C(OC([HD[
HDIHDC([H])=C3[H]

O=C(N([HD)CENC(HD([HD C1=C(HDC([CIN=C(OMH) C([CI)=C1[H]N(
[HD[HDC=2C(=NOC=2C([H)([HN[HDC3=C([H])C([H])=C(OC(H)([HDI
H])C([H])=C3[H]

O=C(N([HD)CENC(HD([HD)C1=C(HNC([CIN=C(HNC([CI=CLHDN(
H][H])C2=C(NUN=C2/C([H])((HDHDCHI(IHDIHDC3=C(H)C([H])=
C(OC(HN(HDIHDC(HD)=C3[H]

N#C/C1=C(\[H])C(=C([H])C([H])=C1[H])C2=C([H])[S)/C(=C2/[H]))[C@@
I3SN=C(N(C(=0)[C@]3([HDC(HN([H)N(/C4=N/C([H])=C(C([H])=N4)C(
[HD(HDIHDCS(HDIHDC(HDIHDIHDN(HDIH]

O=C2N(C(=N[C@]5(C=1C([H])=C([FNC(HD=C(HDC=1[FDIC@]2([H])
C([HD(IHDN(/C3=N/C(=C(/[F])C(=N3)[C@]4([H])C(H)([H])CA(HDIH])
C(HN(HDHDCS(HDIHDN(HDHN)C(HD(HDH]

O=C2N(C(=N[C@]5(C=1C([F)=C(HDC(HD=C([F])C=1[HDIC@@]2([H]
)C([HD([HDN(C3=N/C(OC(HD(HDHN)=C([CIN)C(=N3)[C@]4([H])C([H
DAHDCA(HDIHDCS(HDIHDN(HDHD C(HD(HDH]

O=[S]2(=0)N(/C(=N/[H)N([H])[C@]4(/C1=C(\[H])C(HD=C(H)C([H])=
C1[FDIC@]2([HNC(IHD(HDNEC3=N/C(OC([H)(IHDIHD=C(IHDC(=C3[
H)C(HD([HDOC(HN)(IHDIHD CA(HDIHDC(HD(HDIH]

O=[SI2(=0)N(/C(=N/[H)N([H])[C@]4(/C1=CAHDC([F)=C([F)C([H])=C
LFDIC@I2([HDC(HN(HDN(C3=N/C(OC(H)([HD[H])=C([H])C(=C3[H
DEHDAIHDOC(HD(HDIHDCA(HD HD C(HD(HDH]

O=[SI2(=0)N(/C(=N/[H)N([H])[C@]4(/C1=C(\[H])C([F)=C([F])C([H])=C
1[FDIC@I2([HDC(HN([HDN(/C3=N/C(=C(/[F])C(=N3)OC([HD(HN[H]C
(HD(HDIHNCA(HDIHDC(HD(HDIH]

O=[S]2(=0)N(/C(=N/[HDN([H]D[C@]4(/C1=C(H]) C(IHD=C(H)C([H])=
C1[FDIC@]2([HNC(HD(IHDNEC3=N/C(=C(/[F)C(=N3)OC([H)([HDH])
C(HDHDHDCAHDIHDC(HD(HDIH]

O=[S]2(=0)N(/C(=N/[H)N([H])[C@]4(/C1=C(H])C(HD=C(H)C([H])=
C1[HDIC@I2([HDC(HI)(IHDN(/C3=N/C(=C(/[F])C(=N3)OC([HD(HD[H]
)C(HD(HDHDCA(HDHDC(HD(HDH]

O=CIN(/C(=N\HDN(HDIC@IL(C(HI(HDC(HN(HDIC@@]2(IHDC(
HDHDCIHDHDCHDHDCHDHDC2(HDHD C(HD(HDIC@I3(
HDC(HD(HDNHDCS(HDHDCHDIHDC3(HDHD C(HD(HDH]

O=CIN(/C(=N/[HDN(HDIC@IL(C(H(HDC(HN(HDIC@@]2([HDC(

HD(HDCHDHDCIHD(HDCHN(HDC2([HDHD C(HD(HDIC@1A(L

H)C(HD)([HDIC@@I(IHD(N(HD)C(=O)N([H])C3=C([HDC([H])=C(OC([

HD((HDHDC(HD)=C3[HNCHN(HD CHN(HD CA(HDIHDC(HI(IHDL
H]
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0=C(/C1=N/C([H])=C(/IN=CL/[H])OC([HD(IHDIHN(H])C2=C([H])C(=C
Tr8-20 6.979 6.609  ([FI)C([FD=C2[HNIC@I3(N([HNC(=NH]N([S](=0)(=0)C3([HN[H])C([H
DIHDIHDC(HD(HDIH]
O=C(/C1=N/C([H])=C([CINC([H])=CLHDN([H])C2=C([H)C(=C([F)C([H
Tr8-21 7.023 6.723  ])=C2[HDIC@I3(N([HI)C(=N[HDN([S](=O)(=0)C3([HN[HDC(HI(HDH
DE(HDHDIHI
[HIC5=C(/C([H])=C1C(O[C@I([HI([C@I3([C@]12N=C(OC2([HI)[H])N(
Tr8-22 5.148 5.062  [HDHDC(HD(H)OCI(HNHNC(HN(HN)CA=C([H)C(IHD=C(IHDC(L
H])=CA[H])=C5[H])C6=C([H))N=C([H])C(C#CC([H])([HN[H])=C6[H]
[FICIFDIFDCHD(HDC(HD(HDIC@I3([H])O/C1=C([H])C([H])=C(C(
Tr8-23 4.061 4521  [H]=C1[C@@]2(N=C(OC2([HN)[HDN([HDHN)I[C@]34C([HI)([HDOCA([
HDHDC5=C([H)N=C([H])C(C#CC([H])([HD[H]=C5[H]
O=C(N([H])C3=C([HDC([H)=C20C([H])([HDI[C@]4([C@@]1(N=C(OCL(
Tr8-24 3.987 4.479  [HDHDN(HDIHDC2=C3[H)C(HD(IHDCA(HI)[HN)C=5/N=C(/[HDC([F])
=C([HDC=5[H]
O=[S]3(=O)N(C(=N[C@]4(/C1=C(\[H)C(=C([HN)C([HN)=C1[FN([HDC(=
Tra-25 5.569 5.091 0)C2=NC([H])=C(/N=C2/[H])C([FI)([FDHDIC@@]3([H])C(H])([H])OC4
(IHDIHDN(HDIHDC(IH(HDIH]
O=C3N(C(=N[C@](C=2[S]C([H])=C(/C1=C([H])C(CH#CC([HI)([HDIH])=
Tr8-26 6.108 5.121  C([HDN=C1[H))C=2[H])(C3([HDHDC(HD(HDIHDN(HDHD C(HI)([H]
)[H]
O=C1IN(C(=N[C@]1(C=2C([H])=C([H])C([H])=C([H])C=2[H])C3=C([H])
Tra-27 3721 3.891  C(=C([HD)C([H])=C3[H])C4=NC([H])=C([H])C([H])=CAHDN(HDIHDC(L
HD(HDH]
O=CIN(C(=N[C@]1(/C2=C(\[HDC([H])=C([HDC([H])=C2[H])C3=C([H])
Tr8-28 3.481 2.881  C(=C([HN)C([H])=C3[H]CA=C([H])C([H])=C(HD)C(H])=CA[H])N([H])[H
DE(HDHDIHI
Table S3: Statistical parameters of decoy set screening
Parame Model Tr2 Tr3 Tr3 Tr4 Tr5 Tr6 Tr7 Tr8
Total compounds in database (D) 1478 | 1478 | 1478 | 1478 | 1478 | 1478 | 1478 | 1478
Total number of actives in database (A) 30 30 30 30 30 30 30 30
Total hits (Ht) 125 42 437 332 194 106 69 148
Active hits (TP) 15 12 21 16 18 18 21 19
True negative (TN) 1338 | 1418 | 1032 | 1132 | 1265 | 1360 | 1400 | 1219
Enrichment factor or enhancement (E) 0.00 26.28 | 0.00 0.00 29.56 | 0.00 9.85 19.71
False negatives (FN = A —TP) 15 18 9 14 12 12 9 11
False positives (FP = Ht — TP) 110 30 416 316 183 88 48 229
Accuracy = (TP + TN)(TP+TN+FP+FN) [ 092 [097 |071 |078 |087 [093 |09 |084
PreCi_S_io_”:TP’(TP"FP) 0.120 | 0.286 | 0.048 | 0.048 | 0.090 | 0.170 | 0.304 | 0.077
Se”S"“'Vfty:TP’(TP"FN) 0.500 | 0.400 | 0.700 | 0.533 | 0.600 | 0.600 | 0.700 | 0.633
Specificity = TN/(TN + FP) 0.924 | 0979 | 0713 | 0.782 | 0.874 | 0.939 | 0.967 | 0.842
AUC curve 0.480 | 0.400 | 0.560 | 0.430 | 0.570 | 0.570 | 0.680 | 0.580
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Predicted inhibitory activity (pK,)

Figure S2: Observed and predicted activity of all training sets except Tr7
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Figure S3: Observed and predicted activity of all test sets except Ts7
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Total cost

Correlation (R)

Figure S5: Best correlation coefficient of 99 randomized runs and Hypo 1.
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Table S4: Observed and predicted activity, fit value and smiles representation of the Ts7

molecules.

Mol

Activity (pKinM)

Obs.

Pred.

Error

Activity scale

Obs.

Pred.

Fit value

SMILES

T1

T2

T3

T4

T5

T6

T7

T8

T9

T10

T11

T12

T13

T14

T15

5.373

6.137

3.222

4.523

4.796

4.569

3.481

5.678

3.420

4.143

4.337

5.229

4.432

3.721

4.914

5.293

6.043

3.224

4.210

4.824

4.582

3.510

5.387

3.450

4.109

4.962

5.302

1.167

3.671

5.580

+1.015

+1.016

-0.999

+1.074

-0.994

-0.997

-0.992

+1.054

-0.991

+1.008

-0.874

-0.986

+3.797

+1.014

-0.881

+++

+++

++

++

++

++

++

+++

++

++

++

+++

++

++

++

+++

+++

++

++

++

++

++

+++

++

++

++

+++

++

+++

8.941

9.303

8.005

7.865

8.145

8.656

7.754

8.420

9.375

4.824

9.036

9.376

5.241

8.019

8.719

[FI/C1=CHDC(HD=C(C([H)=C1[HDIC@](H])(N
([HDC(=0)C2=C([H])C(=C([H])C(=C2[H])C3=NN=
C(O3)[CQ@](C(HN(HNIHN(C(HD([H])C=4C([H])
=C([HDC([HD=C(HDC=A[HD[N+]([HD(IHDIHDN(
C([H])([H])[H])[S](:O%_(I]:)C[)&(]J([H])([H])[H])C([H])([

O=C2N(C(=N[C@]4(C=1C([H])=C([HD)C([FD)=C([H]
)C=1[HD[C@@]2([H])C(H])([HN(/C3=N/C(=C(/[F
DCEENS)OC(HD(HDIHDCHD(HDHD)CA(HDIH]
IN(HDIHDCS(HD(HDIH]
O=CIN(C(=N[C@@]1(C=2C([H])=C([H])C([H])=C(
[HC=2[H])C3=C([H])C(=C([H])C([H])=C3[H])C4=
C(HNC(OC(HD(HNHD)=C([HN)C(H)=CA[HDN([
HD[H])C(HD)(H]D[H]
O=CIN(C(=N[C@@]1(C=2C([H])=C([H])C([H])=C(
[HDC=2[H]))C3=C([H)C([CN)=C(H])C([H])=C3[H])
N([HDHDC(HD(HDH]
O=CIN(C(=N[C@]1(/C2=C(\[HD)C(=C([H]D)C([H])=C
2[H])C3=C([H)N=C([H])C([F])=C3[H])[C@]4([H])
C([HI)(IHDCA(HDHDN(HD[H))C(HD([HD)[H]
O=CIN(C(=N[C@@]1(/C2=C(\[H])C(=C([H])C([H])
=C2[H])C3=C([H])N=C([H])C(C#N)=C3[H]))[C@@]
4([H])C([H])([H])C4([H])|E||i|])N([H])[H])C([H])([H])[

O=CIN(C(=N[C@]1(/C2=C([H])C([H)=C([H])C([H
1)=C2[H])C3=C([H])C(=C([H)C([H])=C3[H])C4=C([
MG =GN

O=CIN(C(=N[C@@]1(C=2C([H])=C(C([H])=C([H])
C=2[H])C3=C([H])C([CIN=C([H)N=C3[HD[C@]A(L
H)C([HD([HD)CA(HDIHDN(HD HDC(HD(HDH]
O=CIN(C(=N[C@]1(C=2C([H])=C([HDC([H])=C([H
DC=2[H])C3=C([H])C(=C([H])C([H])=C3[H])C4=C([
HDC([HD)=C(OC(H)(IHD[HDC([H])=CAHDN([H])
(HDC(HD(HDH]
O=CIN(C(=N[C@]1(C=2C([H])=C([HDC([H])=C([H
DC=2[H])C3=C([HN)C([F)=C([H])C([H])=C3[HDN([
HDIH)C(HD([H][H]
O=CIN(C(=N[C@]1(/C2=C(\[H])C([H))=C(HDC([H
D=C2[H])C3=C([H])C(=C([H])C([H])=C3[H])C4=C([
H)C(OC(HD([HDC(HD ([HDHD)=C([H])C([H])=C4
(HDN(HDHDC(HD(HDH]
O=C2N(C(=N[C@]4(C=1C([H])=C([H]))C([H])=C([H
De=1[H])[C@@]2([HDC([H])(IHDN(/C3=N/C(=C(/[
FDC(=EN3)OC(HD([HD) CHD (HD HD CHD(HDI
H])CA([HDHDN([HD)[HD) C(HD([HD)[H]
O=CIN(C(=N[C@]1(/C2=C(\[H])C([H])=C([HDC([H
D=C2[H])C3=C([H])C(C#N)=C([H)C([H])=C3[H])N
(HDIHDC(HD(HDIH]
O=CIN(C(=N[C@]1(C=2C([H])=C([HDC([H])=C([H
1)C=2[H])C3=C([H])C(=C([H])C([H])=C3[H])C4=N
C([H]):C([H])C([H])=C4|[4|;])N([H])[H])C([H])([H])[

O=C(N([C@IL(HNC(HD(HNC(HD(HDC(H])(H
DC(HD(HDCL(HDHDC(HDHDHDC(HD([H])
C([H])([HDIC@@](HD(N4C(=N/C3=C[H])C([H])=
C(OC=2C([H])=C([H])C([H])=C([H])C=2[H])C([H])
=C3CA(HDIHDN(HDHDIC@@]S(HDC(HD(H])
OC([HI(HDCHI(HDCS([HDIH]
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T16

T17

T18

T19

T20

T21

T22

T23

T24

T25

T26

T27

T28

T29

T30

T31

T32

T33

4.983

4.106

4.678

6.108

4.812

6.097

5.244

5.328

2.357

6.770

5.569

6.620

4.863

6.328

5.886

6.051

5.418

4.932

5.400

4110

4.573

5.324

4.813

6.180

5.234

5.424

2.374

6.403

5572

7.719

4.850

5.410

5.879

5.463

5.410

4.942

-0.923

-0.999

+1.023

+1.147

-1.000

-0.987

+1.002

-0.982

-0.993

+1.057

-0.999

-0.858

+1.003

+1.170

+1.001

+1.108

+1.001

-0.998

++

++

++

+++

++

+++

+++

+++

+++

+++

+++

++

+++

+++

+++

+++

++

+++

++

++

+++

++

+++

+++

+++

+++

+++

+++

++

+++

+++

+++

+++

++

9.474

9.189

9.248

9.398

9.344

9.510

9.308

9.498

9.983

9.543

9.646

11.793

9.460

9.484

9.481

9.537

8.495

9.016

O=C(OC([HN([HDIC@I([HD(N3C(=N/C2=C(\[H])C(
[H])=C(O/C1=C(\[H])C([H])=C([H])C([H])=C1[H])C
([HD=C2C3([HDHDN(HD[HDIC@]4([HD)C(HD(
HD)OC(HD(HDC(HD(HDCA(HDHDN([C@]5([H]
YCHDHDCHD[HDCIHD(HDCHD(HDCE(H
DIHDC(HD(HDIH]
O=C(OC([HN(IHDIC@I(HD(N3C(=N/C2=C(\[H])C(
[H])=C(O/C1=C(\[H])C([H])=C([H])C([H])=C1[H])C
([HD=C2C3([HN[HDN([HN[H])CA=C([HI)C([HD)=C(
[HDC([HD)=CAHDN([C@I5([HDC(HD(HDCHD)(
HDC(HD(HDCHD(HDCS(HNHD) C(HD(IHDIH]
N#CC=1C([H])=C(C([H)=C([H])C=1[H]DC=2[S]C([
H])=C(C=2[H])[C@]3(N=C(N(C(=O)C3([HD[HDC([
HD(HDHDN(HDHDC(HD(HDIH]
0=C3N(C(=N[C@](C=2[S]C([H])=C(/C1=C(\[H])C(
CHCC([H])([HD[H])=C([H])N=C1[H])C=2[H])(C3([H
DIHDCHD[HDHDN(HDIHDC(HD(HDH]
0=C2N(C(=N[C@]4(C=1C([H])=C([HN)C([H])=C([H
DC=1[HD[C@@]2([HDC(HD(H)N{/C3=N/C(=C(/[
FDCENS)CHD(HDHDCHDHDHDCA([HDH]
IN(HDHDCHD(HDH]
0=C3N(C(=N[C@](C=1C([H])=C([S]C=1[CI])C=2C(
[HD)=C(CHCC([HD)([HN[HI)C([H])=NC=2[H])(C3([H
DIHDCHD[HDHDN(HDHDC(HD(HDH]
N#CC=1C([H])=C(C([H])=C([H])C=1[H])C=2C([H])
=C([SIC=2[H])[C@]3(N=C(N(C(=O)C3([HD[H]C([
HD)(HDIHDN(HDHDC(HD(HDIH]
0=C3N(C(=N[C@](C=1C([H])=C([S]C=1[H])C2=C([
H)C(CHCC([HN)([HDHD=C([HDN=C2[H)(C3([HD[
HDC(HDHDHDN(HD HDC(HD(HDIH]
O=C4AN(C(=N[C@@](/C1=C(\[HD)C([HD=C([H]N)C(=
C1[H])C2=C([H])N=C([H])C([H])=C2[H])(C3=C([H]
)C(HD=C([HDC(HD=C3[H])CA(HD[H)N(H][H])
C([HD(HDH]
0=C3N(C(=N[C@](C=2[S]C(C=1C([H])=C(C#CC([
HD(IHDIHDC([HD=NC=1[H])=C([H])C=2[CI])(C3([
HDHDC(HD[HDHDN(HDHDC(HD(HDH]
O=[SI3(=0)N(C(=N[C@]4(/C1=C(\[H)C(=C(HDC([
H])=C1[F])N([H])C(=0)C2=NC([H])=C(/N=C2/[H])
C(FD(FDHD[C@@]3([HN)C(HD(HDOCA(HDH]
IN(HDHDCHD(HDIH]
O=[S]3(=0)N(C(=N[C@@](C=1[S])/C(=C(/[H])C=1]
CI])C2=C([H])C(CHCC([H])([HD[H])=C([H])N=C2[
H])(C([H])([H])[H])C3([l;[]2|[]H])N([H])[H])C([H])([H]
O=C2N(C(=N[C@]4(C=1C([HD)=C([HDC([HD)=C(H
NC=1[HDIC@@]2([HDC(HD(H)N({/C3=N/C(OC([
HD(HDC(HD(HDHD=C([FI)C(=N3)OC([HN([HDL
H)CA(HDHDN(HDHDC(HD(HD[H]
O=C2N(/C(=N\[H])N([HD[C@]4(C=1C([F])=C([H])
C([FI)=C([HNC=1[H]D[C@@]I2([HDC(HD(H)N(/C
3=N/C(OC([H])([HN[HD)=C([FDC(=N3)C([HN([HNL
HDCA(HDHDC(HD(HD[H]
O=C2N(/C(=N\[HDN([HD[C@]4(C=1C([F1)=C([H])
C([HD=C([CI))C=1[HD[C@@]I2([HN)C(IHD(IHD)N(/
C3=N/C(OC([H])(HNHD)=C([FI)C(=N3)C([H])([H])
[HDCA(HDIHDC(HD(HDIH]
O=C2N(/C(=N\[H])N([H])[C@]4(C=1C([CI)=C([H])
C([HD=C([F)C=1[H])[C@@I2([HDC(HD(H)N(/C
3=N/C(OC([H])([HN[HD)=C([FDC(=N3)C([HN([HNL
HDCA(HDHDC(HD(HDH]
O=C(N([H])C3=C([H])C([H])=C20C([C@l4([C@@]
1(N=C(OCL([HD[HDN(HD[H])C2=C3[H])C(HD)([H
DOCA(HDHD(C(HD(HDHDC(HD(HDHD)C=5/
N=C(/[HDC([CI)=C([H)C=5[H]
O=C(N([H])C3=C([H])C([H])=C20C([C@l4([C@@]
1(N=C(OCL([HD[HDN(HD[H])C2=C3[H)C(HD)([H
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T34

T35

T36

T37

T38

T39

T40

T41

T42

T43

T44

T45

T46

T47

T48

T49

T50

4.620

3.987

5.215

4.910

4971

5.056

4.061

4.921

5.044

4.668

4.726

4.206

5.796

4.668

4.553

4.504

5.190

4.720

3.984

5.206

4.805

5.000

5.147

4.620

4.892

4.981

4.611

4.728

4.331

5.350

3.802

4.560

4.086

5.229

-0.979

+1.001

+1.002

+1.022

-0.994

-0.982

-0.879

+1.006

+1.013

+1.012

-0.999

-0.971

+1.083

+1.228

-0.998

+1.102

-0.993

++

++

+++

++

+++

++

++

+++

++

++

++

+++

++

++

++

++++

++

++

+++

++

+++

++

++

++

++

++

++

+++

++

++

++

+++

8.794

8.938

9.280

7.896

8.773

8.840

8.694

8.558

7.928

8.015

7.242

7.414

9.424

7.876

8.830

8.160

10.116

DOCA(HDIHD(CHDHDHDCHN(HDIHDC=5/
N=C(/[H])C([F])=C([H])C=5[H]
O=C(N([H])C3=C([H])C([H])=C20C([H])([H])[C@]
4[C@@]L(N=C(OCL([HD[HDN([H][H])C2=C3[H])
C([H])([H])C4([H])[H]))g:gfsfC(/[H])C([Cl])=C([H]
O=C(N([H])C3=C([H])C([H])=C20C([H])([H])[C@]
4[C@@]L(N=C(OCL([HD[HDN([HD)[H])C2=C3[H])
C([H])([H])C4([H])[H]2:C=55[{_|’\]|=C(/[H])C([F])=C([H])
O=C2N(C(=N[C@]4(C=1C([H])=C([H))C([H])=C([H
DC=1[H][C@@]2([HNC([H])([HDN(/C3=N/C(=C(/[
FDC(ENI)CHDHDC(HD(HDIHDC(HD(HDIHD)
CA(HDHDN(HDHD)C(HD(HDH]
[H)/C4=C(/C([H])=C1C(OC([H])([HDIC@]3([C@]12
N=C(OC2([H])[H)N([HD)[HDC(HD(H)OC3(H]I
H])=C4[H])C5=C([H])]')\l=é35([[g]])C(C#CC([H])([H])[H
[H)/C4=C(/C([H])=C1C(O[C@@]([H])([C@@]3([C
@]12N=C(OC2([HD)[HN(HD[H])C([H)([H])OC3([
HDIH)CHD([H)CHD ([H]) [H])=C4[H])C5=C([H]
IN=C([H])C(C#CC([H])([HD[H])=C5[H]
[H/C4=C(/C([H])=C1C(O[C@@]([H)([C@@]3([C
@]12N=C(OC2([HD)[HDN(HD[H])C(HD)([H])OCI([
HDIHD C(HD)(HDC(HD(HD C(HD([HD[H])=C4H
1)CS=C([H])N=C([H])C(C#CC([H])([HD)[H])=C5[H]
[FIC(IFD(FDC(HD(HDC(H)(HDIC@@]3(H])O/
C1=C(\[H])C([H])=C(C([H]))=C1[C@@]2(N=C(OC2(
[HDIHDN(HDHD[C@@]34C([H])([H])OCA([H])[H
DC5=C([H])N=C([HC(C#CC([H])([H])[H])=C5[H]
[HI/C5=C(/C([H])=C1C(O[C@]4([C@@]I3([C@@]12
N=C(OC2([HD[H)N([H])[HD)C(H)(H)OC3(H]I
HDC(HD(HDC(HD([H])CA(H])[H])=CS[H])C6=C(
[HDN=C([H])C(CACC([H])([HD[H])=C6[H]
[H])/CA=C(/C([H])=C1C(OC([C@@]3([C@]12N=C(O
C2([HDHDN(HDIHDC(HD([HDOCI(HDHD)(C([
HI)((HDIHDC(HD([HD[H])=CA[H])C5=C([H])N=C(
[HDC(C#CC(H])([H])[H])=C5[H]
[CINC=5C([H])=C([H])C([H])=C(/C3=C(\[H])C([H])=
C20C([C@IA([C@]1(N=C(OCL([HN)HDN(HD[H])
C2=C3[H)C([H)(HDOCA(HDIHI(C(HI(HDIHD
C([HD(HDIH])C=5[H]
[CIIC=5C([H])=C(/C3=C(\[H])C([H])=C20C([C@@]
4[C@@]L(N=C(OCL([HD[HDN([H])[H])C2=C3[H])
C(HD([HDOCA(HDHN(C(HD([HDHN)C(HD([H])
[HDC(HD=C([F])C=5[H]
O=C(N([H])C3=C([H])C([H]))=C20C([H])([H])[C@]
4([C@]1L(N=C(OCL([HD)[H])N([H])[H])C2=C3[H])C(
(HD(H)CA([HDHDCS=NC([H])=C([Br])C([H])=N5
O=C2N(C(=N[C@]4(C=1C([H])=C([H))C([H])=C([H
DC=1[HDIC@@]2([H)C(HD)([HDN(/C3=N/C(OC(]
HD(IHDIHD=C([FN)CENS)CHD/(HDC(HN(HDIH
DCA(HDHDN(HD[H)C(HD([HDIH]
O=C(N([H])C3=C([H])C([H]))=C20C([H])([H])[C@
@]4([C@]L(N=C(OCL([H])[H])N([H]D[H])C2=C3[H]
)C(HD([HDCA(HD[H])C5=NC([H])=C(C#N)C([H])
=CSC([H])([HDH]
O=C(N([H])C3=C([H)C([H]))=C20C([H])([H][C@]
4([C@]LIN=C(OCL(H)[HDN([H])[H])C2=C3[H])C(
[H])([H])C4([H])[H])Cc=5é ’[\553(/ [HDC(C#N)=C([H])
O=C(N([H])C3=C([H])C([H]))=C20C([H])([H])[C@
@]4([C@]1(N=C(OCL([H])[H])N([H][H])C2=C3[H]
)C([HI(IHDCA(HDHN)C5=NC([H])=C([CI)C([H])=
CSC(HD(HDIH]
O=C(N([H])C3=C([H])C([H])=C20C([C@@]4([C@
@JL(N=C(OCL([HDHDN(HN[HDC2=C3[H])C([H])
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T51

T52

T53

T54

T55

T56

T57

T58

T59

T60

T61

T62

T63

T64

T65

T66

4.466

5.036

5.148

6.114

5.991

5.368

5.423

5.039

5.213

5.278

5.101

2.520

6.899

5.357

6.000

6.979

3.490

4.875

5.033

6.085

5.942

5211

5.618

4.970

5.388

5.313

5.225

2.520

7.954

5.266

6.122

7.151

+1.280

+1.033

+1.023

+1.005

+1.008

+1.030

-0.965

+1.014

-0.968

-0.993

-0.976

+1.000

-0.867

+1.017

-0.980

-0.976

++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

++

++

+++

+++

+++

+++

+++

++

+++

+++

+++

+++

+++

+++

+++

7.564

8.949

8.301

9.391

8.570

9.047

7.690

8.045

8.149

8.041

8.518

8.793

12.028

9.340

11.335

11.225

(HDOCA(HDHD(C(HD(HDHDCH(HDIHDC
5=NC([HD=C([CIC(HD=CSC(H])([HDIH]
O=C(N([H])C3=C([HDC([H]))=C20C([H])([H][C@]
4([C@]LN=C(OCL([HD)[HDN([H])[H])C2=C3[H])C(
[H])([H])C4([H])[H])Cg5é|?;]c(/[H])C(C#N)=C([H])
[H/C5=C(/C([H])=C1C(O[C@](H])([C@@]3([C@]
12N=C(OC2([HD[HDN(HDIHDC(H])([HDOC3([H]
)IHDC(HD([HDC4=C(HD) C(H)=C([H])C([H])=CA[
H])=C5[H])C6=C([H])N=C([H])N=C6[H]
[H]/C5=C(/C([H])=C1C(O[C@@]([H])([C@]3([C@]
12N=C(OC2([HD[H]N(HD[HDC(H])([HNOC3([H]
)IHDC([H])([H]) C4=C([H])C(H])=C([H])C([H])=CA[
H])=C5[H])C6=C([H])]')\I:CCG([[E]])C(C#CC([H])([H])[H
0=C2N(C(=N[C@]4(C=1C([F])=C([H])C([F])=C([F])
C=1[HDIC@@]2([H])C([H])([H)N('C3=N/C(=C(/[F]
)C(ENI)OC(HD(HDHDC(HD(HDIHDCA(IHDIH])
N(HDHD)C(HD(HDH]
O=C(N([H])C3=C([H])C([H])=C20C([C@]4([C@Q@]
L(N=C(OCL([HD[H)N([H])[H])C2=C3[H])C([H])([H
DOCA(HDHI(C(HD(HDHDCHI)(HDIHDC=5/
N=C(/[H])C([Br])=C([H])C=5[H]
O=C(N([H])C3=C([H])C([H])=C20C([C@@]4([C@
@JL(N=C(OCL([HDHDN(HD[H])C2=C3[H])C([H])
(IHDOCA(HDIHDN(C(HD(HDHDCHD(IHDIHDC
=5/N=C(/[H])C(=NC=5[H])OC([H])([HD[H]
O=C(N([H])C3=C([H])C([H])=C20C([C@@]4([C@
@]J1(N=C(OCL([HD[HDN([HD[H])C2=C3[H])C([H])
((HDCAHDIHD(CHD(HDHDC(HI)(IHDIH])C5=
NC([HD=C([CIN)C([H])=C5[H]
O=C(N([H])C3=C([H])C([H])=C20C([C@@]4([C@
@]J1(N=C(OCL([HD[HDN(HD[H])C2=C3[H])C([H])
((HDCAHDIHD(CHDIHDIHDC(HD(HDIHDCS=
NC([HD=C([F])C([H])=C5[H]
O=C(N([H])C3=C([H])C([H])=C20C([C@]4([C@Q@]
L(N=C(OCL([HD[H)N([H])[H])C2=C3[H])C([H])([H
DCAHDIHN(C(HD(HDIHDC(HD(IHDIH])C5=NC
([HD=C(/N=CS/[H])OC([H])([H])[H]
O=C(N([H])C3=C([H])C([H])=C20C([C@@]4([C@
@]JL(N=C(OCL([HD[HDN(HD[H])C2=C3[H])C([H])
((HDCAHDIHD(CAHDIHDHDC(HD(HDIH)CS=
NC([H)=C(/N=CS/[H])C([FD)([FD[H]
O=C(N([H])C3=C([H])C([H])=C20C([C@@]4([C@]
L(N=C(OCL([H[H)N([H])[H])C2=C3[H])C([H])([H
DOCA(HDHI(C(HD(HDIHDC(HIXHD[HDC=5/
N=C(/[H])C(=NC=5[H])OC([H])([H][H]
O=C(N([H])C3=C([H])C([H])=C20C([C@]4([C@]1(
N=C(OCL([H)[H])N([H])[H])C2=C3[H])C([H])([H])
OCA([HDHD(C(HD([HDHDC(HD(HDH])C=5/N
=C(/[H])C([CI])=C([H])C=5[H]
0=C(/C1=N/C([H])=C(C([H])=C1[HDC([FI([FDIF])
N([H])C2=C([H])C(=C([F])C([H)=C2[H])[C@]3(N(L
H]C(=N[HDN([S](=0)(=0)C3([H)[HNC(HD(HNI
H)C([HI)([HD[H]
O=C2N(C(=N[C@]5(C=1C([H])=C([H]))C([H])=C([H
DC=1[HDIC@@]2([HDC([HD(IHDN(/C3=N/C(=C(/[
FDCENS)[C@]4(HDC(HD(HDCA(HDHD C(HI)(
[HDHDCS([HDHDN(HDIHDC(HD(HDH]
O=C(/C1=N/C([H])=C(UN=CL/[HDC(HD(HDHDN(
[H])C2=C([H])C(=C([FD)C([H])=C2[H])[C@]3(N([H]
)C(=N[HDN([S](=0)(=0)C3(HNHNC(HD(HDHD)
C([HN)(HD[H]
O=C(/C1=N/C([H])=C(/N=C1/[HDOC([H])([HN[H])
N([H])C2=C([H])C(=C([F)C([F)=C2[HN[C@]I3(N(]
H)C(=NHDN([S](=0)(=O0)C3(HNHNC(IHD(HDI
HDC(HD(HDIH]
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T67

T68

T69

T70

T71

T72

T73

T74

T75

T76

T77

T78

T79

T80

T81

T82

6.523

6.312

5.592

5.337

6.785

3.092

3.009

4.553

3.398

3.620

4.041

3.056

5.409

5.638

5.886

5.367

6.178

6.895

5.377

5.400

7.635

3.083

3.052

4.480

3.113

3.621

3.920

4118

5.440

5.212

6.031

5.186

+1.056

-0.915

+1.040

-0.988

+0.889

+1.003

+0.986

+1.016

+1.092

-1.000

+1.031

-0.742

-0.994

+1.082

-0.976

+1.035

+++

+++

+++

+++

+++

++

++

++

++

++

++

++

+++

+++

+++

+++

+++

+++

+++

+++

+++

++

++

++

++

++

++

++

+++

+++

+++

+++

10.252

10.969

9.451

9.474

11.709

9.349

9.273

8.349

8.222

8.478

7.994

8.192

11.622

9.286

11.568

9.260

O=C(/C1=N/C([H])=C(C([H])=C1[HDC([H])([HD[H]
IN([H])C2=C([H])C(=C([F))C([H])=C2[H])[C@]3(N(
[HDCENHDN(SI(EO)(=0)C3(HDIHD C(HD(HDI
H)C([H])(IH]D[H]
O=C(/C1=N/C([H])=C([F)C([HI)=C1[H]DN([H])C2=
C([FDC(=C([FNC(HD=C2[H])[C@I3(N([H])C(=N[H
])N([S](=0)(=0)C3([H]|_)|5|)'|[]|_)|§3([H])([H])[H])C([H])([

O=[S]3(=0)N(/C(=N\[H])N([HD)[C@](C=1[S]C([H])
=C(C=1[H])C2=C([H])C([H])=C([H])C(C#N)=C2[H]
)(C3(HDHDCHD(HDHDC(HD(HDH]
O=[S]3(=0)N(/C(=N/[H])N([H])[C@](C=1[S]C([H])
=C(C=1[H])C2=C([H)C([HD=C([F])C(C#N)=C2[H])
(C3([HDHDC(HND(HDIHDC(HD(HDH]
O=C(/C1=N/C([H])=C(/N=C1/[HDOC([H])([HN[H])
N([H])C2=C([H)C(=C([F])C([HN=C2[H][C@]3(N([
H)C(=NIHDN([S](=0)(=0)C3(HNHNC(IHD(HDI
H)C([H])([HD[H]
O=C(N([H])C1=C([H)C(=C([H)C(=CL[HN)C([FI)([F
DIFDC(FDAFDIFDN([HNC2=C([H])C(=C(C([H])=C
2[HDN(C(H])(HDIHDC(H])(IHD[H)C(=O)N([H])
C(HD(HDC(HD(HDCHD([HDNIC(HD([HD)C([
H])((HDOC([H])([HDC3([HD)[H]
O=C(N([H])C1=C([H])C(=C(C([H])=C1[H])N(C([H])
(HDIHDCSHDHDIHDCEOIN(HDCHI(HDC(L
HI((HDC(HD(HDOCH)(HDC(HD(HDIHDN(
H])C2=C([H])C([CIN)=C([H])C([H])=C2[H]
O=C(N([HD)C(=NC([H])([H])C1=C([H)C([CI)=C(C(
[CI=C1[HDN(HD[SI(=0)(=0)C([HDN(HN[H)N([H
DIHDC=2C(=N[S]C=2C([H])([HD[H])C3=C([H])C([
H])=C(OC([HD(HNIH)C(H)=C3[H]
O=C(N([H])C(=NC([H])([HDC1=C([H])C([H])=C([H
DC([H))=CLHDN([H][H])C=2C(=NOC=2C([H])([H
])[H])C3=C([H])C([H])Eg(gc([H])([H])[H])C([H])=

O=C(N([H])C(=NC([H])([H])C1=C([H])C([CI)=C([C
MC(HD=CL[H)N(HD[H])C=2C(=NOC=2C([H])([
H])[H])C3=C([H])C([H])=C([F1)C([H])=C3[H]
O=C(N([H])C(=NC([H])([H])C1=C([H])C([CI])=C([C
MC(HD=CL[H)N(HD[H])C=2C(=NOC=2C([H])([
H])[H])C3=C([H])C([H])=3(E|(_|C])C([H])([H])[H])C([H])

O=C(N([H])C(=NC([H])([H])C1=C([H])C([CI)=C([C
MC(HD=CL[HPN(HD[H])C=2C(=NOC=2C([H])([
H])[H])C3=C([H])C([H])=C([H])C([H])=C3[H]
O=CIN(/C(=N/[H])N(HD[C@]L(C([HD)([H))C(HD)([
HD[C@I2([HN)C(HD(HNC(HD(HNC(HD(HNC(L
H])((HDC2([HD[HD)C(HD([HD[C@]4([HDC(H])([H
DIC@I(HD(N([H])C(=0)C3=C([H])C([H])=NC([H])
=C3[H])C([H])([H])C([";]))[E_[E'])C4([H])[H])C([H])([H

O=CIN(/C(=N/[H])N([HD[C@]L(C([HN)([H))C(H)([
HD[C@I2([HN)C(HD(HNC(HD(HN C(HD(HNC(L
H])((HDC2([HDHDC(H)([HDIC@]4(H)C(HD([H
DIC@I(HD(N(HDIC@I3(HNC(IHD(HNC(HD([H]
)C(HD(HDCHD(HDC3(HNHDC(HD(H)C([H]
)(HDCA(HDIHDC(HD([HDH]
O=CIN(/C(=N/[H])N(HD[C@]L(C([HN)([H))C(HN)([
HDIC@]2([H])C(HD(HD C(HD(HD C(HD(HD) C(L
H])((HDC2([HDHD)C(HD([HDIC@]4(HDC(HD(H
DIC@I(IHD(N([HN)C(=0)C3=C([H])C([H])=C([H])C
([H])=C3[H])C([H])([l]-;]()[ﬁ%ﬁ_]')]([H])C‘l([H])[H])C([H

O=CIN(/C(=N\[H])N([HD[C@]L(C([HD([HD)C(HN([
HDIC@@]2([HDC(HD(HDCHN(HDC(HD([H])C
(HDIHDC2(HDHDC(H)(HDIC@@]A(HDC([H]
J(HDIC@I(HD(N(HDIC@@I3(HNC(IHI(HDC(
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T83

T84

T85

T86

T87

T88

T89

T90

T91

T92

T93

T94

5.194

5.310

4.907

5.495

5.201

5.854

4.860

4.559

7.000

6.357

4521

7.000

5.303

5.293

4.862

5431

5.461

5.803

4.886

4.552

6.719

6.022

4.523

7.117

-0.979

+1.003

+1.009

+1.012

-0.952

+1.009

-0.995

+1.002

+1.042

+1.056

-1.000

-0.984

+++

+++

++

+++

+++

+++

++

++

+++

+++

++

+++

+++

+++

++

+++

+++

+++

++

++

+++

+++

++

+++

9.377

9.367

9.500

9.505

9.535

11.206

9.204

11.264

10.793

9.477

11.313

11.191

HD(HDCHDHDC3(HDHD CHD(HD C(HD(H
DCA(HDHDC(HD(HDH]
O=CIN(/C(=N/[H])N([HD[C@]L(C([HD)([H))C([H)([
HD[C@I2([HN)C(HD(HDC(HD(HN C(HD(HDC(L
H])((HDC2([HDHDC(HD([HD[C@]4(H)C(HD([H
DN(CEO)C(HD(HDIC@@I3(HNC(HD(THDC([H]
J(HDCH(HDC3(HDHD C(HD(HD CA(IHDIHD
C([HD)([HDIH]
O=CIN(/C(=N/[H])N([HD[C@]L(C(HD)([H))C(HN)([
HDIC@]2([H]) C(HD(H) C(HD(H) C(HD(HDC(
H]((HDC2([HDHDC(H)(HDIC@@]3([H)C([H])(
[HDN(C(EO)C(HD(HNCS(HD(HDC(HIXHDC([H]
)(HDHDC(HD(HDC3([HNHD) C(HD(HDH]
O=CIN(/C(=N/[H])N(HD[C@]L(C([HD)([H))C(HD)([
HD[C@I2([HN)C(HD(H) C(HD(HN) C(HD(HNC(L
H](HDC2([HDHDC(HD([HD[C@@TA(H))C([H])(
[HDN(C(=O)C([H)(HDIC@I3([HN)C(HN([H])C([H
DHDCHDHNC3(HPIHDC(HD(HDCHD([H])
CA(HDH)C(HD(HDIH]
O=CIN(/C(=N/[H])N(HD[C@]L(C([HD)([H))C(HD)([
HD[C@]2([HN)C(HD(H)C(HD(HN) C(HD(HNDC(L
H])((HDC2([HD[HNC(HD([HDIC@@]3([H])C([H])(
[HDN(C(=O)C(HD(HDC(HD(HDC(HI(HDC([H]
)([H])[H])C([H])([H])CE_[||]'|)][)|_(|[]H])C3([H])[H])C([H])([

O=[S](=0)(N3C([H])([HD)[C@](H)(C(H)([H]IC@
JLN(HDCENHDN(C1=0)C([HD(HDHDC(HD(
HDC([HD)(IHDIC@@]2([H)C(HN)(IHDC(H])([H])C
((HDHDCHDHD C2(HDHDC(HD (IHDC(HN/(L
HDC3(HDHDC(HD(HNC(HDHNC(HD(HDC(
H])((HD[H]
O=CIN(/C(=N/[H])N(HD[C@]L(C([HN)([H))C(HN)([
HDIC@]2([H])C(HD(HD C(HD(HD C(HD(HD) C(L
H])((HDC2([HDHDC(HD([HD[C@]S(H)C(HD(H
DIC@RI(HD(N([HN)C(=O)N([H])C3=NC=4C(/N=C3/[
H])=C([HDC([H])=C([HDC=4[HN)C(H)([HD) C([H])X(
[HDCS((HD[H)C(HD(H]D[H]
O=CIN(/C(=N/[H])N([HD[C@]L(C([HD([HN)C(HN([
HDIC@@]2([HDC(H)(IHDC(HN(HDC(HI)([H])C
(HD(HNC2([HDHDC(HN(HDIC@IA(HDC(HD(T
HDIC@]([HD)(N([HDC(=O)IN([HD[C@]3([HD)C([H])(
(HDCHDHDCHDHDCHN(HDC3([HDHD)C(
(HD(HDC(HD(HDCA(HDIHD C(H])([HDH]
O=CIN(/C(=N\[H])N([HD[C@]L(C([HD)([H))C([H)([
HD[C@I2([HN)C(HD(HDC(HD(HN C(HD(HDC(L
H])((HDC2([HDHD) C(HD([HD[C@]4(H)C(HD(H
DIC@I(IHD(N(HD)C(=O)N([H])C3=C(OC([H])(HDL
HC([H])=C([HDC([H])=C3[H) C((HD(HNC(HD(
H])C4(HDHDC(HD(HDIH]
O=CIN(/C(=N\[H])N([HD[C@]1(C([HN)([H))C(IHN)([
HDIC@]2([H])C(HD(HD C(HD(HD C(HD(HD) C(L
H])((HDC2([HDHD)C(HD(HD[C@]4(H)C(HD(H
DIC@I(HD(N(HN)C(=0)N([H])C3=C([H])C([H])=C
(OC(HD(HNIHNC(HD=C3[HNC(HN(HN)C(HN(
H])CA([HD[HD)C(HD(HD[H]
O=C2N(C(=N[C@]4(C=1C([H])=C([HDC([F))=C([H]
)C=1[H][C@@]2([H])C([H])([H])N(/C3=N/C(OC([H
DHDIHD=C([FI)C(=N3)OC(HD(HD[HNCA([H]L
HDN(HD[HDC(H)(IHDIH]
O=CIN(/C(=N/[H])N([HDI[C@]L(C(H([HN)C(HN([
HDIC@@]2([HDC(H)(IHDC(HN(HDC(HI)([H])C
(HD(HNC2([HDHDC(H)(HDIC@IA(HD) C(HD(T
HDIC@]([H])(N([H])C(=O)N([H])C3=C([CI))C([H])
=C(HDC(HD=C3[HNC(HN(HD C(HD(HD)CA(H]
)IHDC(HI)(HDH]
O=CIN(/C(=N/[H])N([HD[C@]L(C([HD([HN)C(HN([
HDIC@@]2([HDC(HD)(HDCH)(HDC(HN(H])C
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T95

T96

T97

T98

T99

T100

T101

T102

T103

T104

T105

T106

T107

T108

4.233

5.796

5.071

5.071

5.538

5.292

5.456

5.699

5721

5.495

5.523

6.155

6.155

6.000

4.408

5.730

5.066

5.000

5.439

5.552

5.518

5.580

5.527

5.519

5.638

5.538

5.563

6.206

-0.960

+1.011

+1.001

+1.014

+1.018

-0.953

-0.989

+1.021

+1.035

-0.996

-0.980

+1.111

+1.106

-0.967

++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

++

+++

+++

++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

10.529

11.286

9.326

9.472

9.513

9.626

9.592

9.654

9.601

9.593

9.712

9.612

9.637

9.655

(HD(HDC2(HDHDC(HD(HDIC@IA(HDC(H)(T
HDIC@]([HD(N([H])C(=O)N([H])C3=C([H])C([H])=
C(CINHC(HD=C3HNC(HD(HDC(HD(HDCA(H])
(HDC(HD(HDH]
O=CIN(/C(=N/[H])N(HD[C@]L(C([HD)([H))C(HD)([
HD[C@I2([HN)C(HD(HNC(HD(HN C(HD(HNC(L
H])((HDC2([HDHDC(HD([HDIC@]4(H)C(HD([H
DIC@I(HD(N(HD)C(=O)C(H])([H)C3=C([H)C([H
D=C(HNC(HD=C3[HDC(HN)(HDC(HD(HDCA(
HD[H)C(HD([HDIH]
O=CIN(/C(=N/[H])N([HD[C@]L(C(HD(IHT)C([HN([
HDIC@@]2([HDC(H)(IHDCHN(HDC(HI)([H])C
(HD(HDC2(HDHDC(HD(HDIC@IA(HDC(H(L
H]D[C@]([H])(N([H])C(=O)N([H])C3=C([H])C([H])=
C(HDC(HD=C3[HDC(H)((HDC(HI)(HDCA(HDI
H)C([H])([HDIH]
O=CIN(/C(=N/[H])N([HD[C@]L(C([HD)([H))C(HN)([
HDIC@]2([H])C(HD(H) C(HD(HD) C(HD(HD (L
H])((HDC2([HDHD)C(HD([HD[C@@]3([H])C([H])(
[H])N([H])C([H])([H])C[&[]l;'[]|)_|(][H])C3([H])[H])C([H])(
O=CIN(/C(=N/[H])N(HD[C@]L(C([HD)([H))C([HD)([
HD[C@I2([HN)C(HD(HDC(HD(HN C(HD(HNC(L
HI)((HDC2([HDHDC(HD(HDIC@I3(HDC(HD([H
DN(CEON(HDC(HD(HDC(HD(HDC(HD(HDL
HDC(HD(HDC(HD(HDC3(HDHDC(HD(HDH]
O=CIN(/C(=N/[H])N([HD[C@]L(C([HN)([H))C(HI)([
HD[C@I2([HN)C(HD(HDC(HD(HN C(HD(HNC(L
H])((HDC2([HDHD)C(HD(HDIC@13([H)C(H]([H
DN(C(=0)OC(C([HI(HDIHD(C(HD(IHDIHDC([H])
([H])[H])C([H])([H])C(H-]')]gg]l-'])C3([H])[H])C([H])([

O=[S]2(=O)N(/C(=N/[HD)N([HD[C@]4(/C1=C(\[H])C
(HD=C(HDC(HD=C1HDIC@@]2([HDC(HD([H])
N(/C3=N/C(=C(/[F])C(=N3)OC([HD(HDHD)C([H])(
(HDHDCA(HDHD)C(HD(HDH]
O=[S]2(=O)N(/C(=N\[H])N([HD[C@]4(/C1=C(\[H])C
(HD=C([FNC([H)=C1[HD[C@@]2([HNC(H])([H])
N(/C3=N/C(=C(/[F])C(=N3)OC([H)([HDHN)C([H])(
(HDHDCA(HDHD)C(HD(HDH]
O=[S]2(=O)N(/C(=N/[HD)N([HD[C@]4(/C1=C(\[H])C
(IFD=C(HDC(HD=CI[F])[C@@]2([HDC(H])([H])
N(/C3=N/C(=C(/[F])C(=N3)OC([HD(HD[HD)C([H])(
(HDHDCA(HDHD)C(HD(HDH]
O=[S]2(=O)N(/C(=N/[H])N([HD[C@]4(/C1=C(\[H])C
(HD=C(HNC(HD=CI[FD[C@@]2([HNC(H])([H])
N(/C3=N/C(=C(/[F])C(=N3)OC([H)([HDHN)C([H])(
(HDHDCA(HDHD)C(HD(HDH]
O=[S]2(=O)N(/C(=N/[HD)N([HD[C@]4(/C1=C(\[H])C
(IFD=C([FNC(H])=C1[FDIC@]2(H)C([HD)([HDN(
C3=N/C(=C(/[F])C(=N3)OC([HD(HN[HDC(H]([H]
)HDCA(HDHDC(HD(HDH]
O=[S]2(=O)N(/C(=N\[H])N([HD[C@]4(/C1=C(\[H])C
(HD=C([FNC([H)=C1[FhIC@@]2([H])C(H])([H])
N(/C3=N/C(=C(/[F])C(=N3)OC([H)([HDHN)C([H])(
(HDHDCA(HDHD)C(HD(HDH]
O=[S]2(=O)N(/C(=N/[HD)N([HD[C@]4(/C1=C(\[H])C
(IFD=C(IFDC(H])=C1[F)[C@@]2([H])C([H])([H])
N(/C3=N/C(OC([H])([HD)[H])=C([H])C(=C3[H])C([H
DHNOC(HD(HDHN) CA(HDHDC(H)(HDIH]
O=[S]2(=O)N(/C(=N/[H])N([HD[C@]4(/C1=C(\[H])C
(HD=C(HNC(HD=C1[FDIC@@]2(HNC(H])([H])
N(/C3=N/C(OC([H])([H])[H])=C([H])C(=C3[H])C([H
DHNOC(HN(HDHN)CA(HDHD C(HI)(IHDIH]
O=[S]2(=O)N(/C(=N\[H])N([HD[C@]4(/C1=C(\[H])C
([FD=C([HDC(H)=C1[FhIC@@]2(HN)C(HD(H])
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T109

T110

T111

T112

T113

T114

T115

T116

T117

T118

T119

T120

T121

T122

T123

T124

5.215

5.569

6.252

5.523

5.066

5.086

5.377

3.806

5.495

6.745

5.523

6.215

6.161

6.276

5.409

5.285

5.539

5.546

5.442

5.539

5.114

5.136

5.500

3.843

5572

6.913

5.394

5.200

5.357

6.246

5.386

5.237

-0.941

+1.004

+1.149

-0.997

-0.990

-0.990

-0.978

-0.990

-0.986

-0.976

+1.024

+1.195

+1.150

+1.005

+1.004

+1.009

+++

+++

+++

+++

+++

+++

+++

++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

+++

++

+++

+++

+++

+++

+++

+++

+++

+++

9.613

9.620

9.516

9.613

9.645

9.710

9.574

9.544

9.646

9.459

9.468

9.274

9.431

9.414

9.460

8.777

N(/C3=N/C(OC([H])([HD[H])=C([H])C(=C3[H])C([H
DHNOC(HD(HDHN) CA(HDHDC(HI)(HDH]
O=[S]2(=O)N(/C(=N\[H)N([HD[C@]4(/C1=C(\[H])C
(IHD=C(HNC(HD=C1[H])[C@@]2([H])C([H])([H])
N(/C3=N/C(OC([H])([HD)[H])=C([H])C(=C3[H])C([H
])([H])OC([H])([H])C()[z'[ia]()[m])[H])C4([H])[H])C([H]

O=[S]2(=O)N(/C(=N/[HD)N([HD[C@]4(/C1=C(\[H])C
(HD=C(HNC(HD=C1[H][C@@]2([H])C([H])([H])
N(/C3=N/C(OC([H])([HD[H])=C([H])C(=C3[H])C([H
DHDOC(HD(HDHD CA(HDIHDC(HD)(IHDIH]
O=C2N(C(=N[C@]4(C=1C([H])=C([F)C([HD=C([H]
)C=1[FD[C@@]2([HNC(H](H)N(/C3=N/C(OC([H
DHDIHD=C([F1)C(=N3)OC([H)(HN[H)CA([H]L
HDN(HDHDC(H)(IHDIH]
O=[S]2(=O)N(/C(=N/[HD)N([HD[C@]4(/C1=C(\[H])C
(HD=C(HDC(HD=C1[H]D[C@@]2([H])C(HD)([H])
N(/C3=N/C(OC([HD)([HD[H])=C([F))C(=N3)OC([H])
(HDIHDCA(HDHDC(HD(HDH]
O=[S]2(=0)N(/C(=N/[H])N([H])[C@@]4(/C1=C(\[H]
)C([HD)=C([H])C([HD)=C1[HD[C@]2([H])C([H])([H])
N(/C3=N/C(OC([H])([HD[H])=C([H))C([H])=C3[H])
CA(HDH)C(HD(HDIH]
O=[S]2(=O)N(/C(=N/[HD)N([HD[C@]4(/C1=C(\[H])C
(HD=C(HNC(HD=C1[H]D[C@@]2([H])C([H])([H])
N(/C3=N/C(=C(/[F])C(=N3)OC([H])([HD[H])C([H])(
(HDC(HD(HDHDCA(HD HD C(HD(HDH]
O=[S]2(=0)N(/C(=N/[H])N([H])[C@@]5(/C1=C(\[H]
)C([HD)=C([H))C([HN)=C1[HDI[C@]2([H])C([H])([H])
N(/C3=N/C(=C(/[F))C(=N3)OC([H])([H])[H])[C@]4(
[H])C([H])([H])C4([H])[i:I])C5([H])[H])C([H])([H])[

O=[S]2(=0)N(/C(=N\[H])N([H])[C@@]4(/C1=C(\[H]
)C([HD)=C([HDC([HD)=C1[HDIC@]2([H])C([H])([H])
N(/C3=COHN)C(=C([HD)C(H)=C3[HNC([H)([HDL
H])C4([HD[HD)C((HD(HDIH]
O=C(N2C([H)(HDIC@@]1(N([H])C(=N[HDN([S](
=0)(=0)[C@]1([HN)C2(HNHNC(H])(HD[HDC3=
C([HD)C(=C([H])C([H])=C3[FN)N([H])C(=0)C4=NC(
[HD=C([F)C([H])=CA[HDC([H])([HD[H]
O=C2N(C(=N[C@]4(C=1C([H])=C([HDC([F))=C([H]
)C=1[FDIC@@]2(HNC(HD(H)N(/C3=N/C(OC([H
DHDIHD=C([FI)C(=N3)OC(HD(HN[HNCA([H]L
HDN((HDIHDC(HD)(IHDIH]
0=C2N(C(=N[C@]4(C=1C([F)=C([H])C([F])=C([F])
C=1[FD[C@@]2([HNC(H])([H)N(/C3=N/C(OC([H]
)J(IHDIHD=C([FN)C(=ENI)C(H])(IHDIHDCA(HDH])
N([HDHD)C(HD(HDH]
O=C2N(C(=N[C@]4(C=1C([H])=C([HDC([F))=C([H]
)C=1[H])[C@@]2([H])C([H])([H])N(/C3=N/C(OC([H
DHDIHD=C([FC(ENI)C(HD(HDC(HD(HDIHD)
CA(HDHDN([HDHD) C(HD(HDH]
O=C2N(C(=N[C@]4(C=1C([F)=C([H)C([HD=C([F]
)C=1[HD[C@@]2([H])C([HD)([H])N(/C3=N/C(=C(/[F
DEENI)OC(HD(HDHDCHD(HD C(HD(HDH]
)CA([HD[HDN([HD[HDC(HD)(IHD[H]
O=C2N(C(=N[C@]4(C=1C([H])=C([HD)C([F))=C([H]
)C=1[FD[C@R@]2([HNC(H](H])N(/C3=N/C(OC([H
DHDIHD=C([FC(E=NI)C(HD(HDC(HD(HDIHD)
CA(HDHDN(HDHD) C(HD(HDH]
O=C2N(C(=N[C@]4(/C1=C(\H])C([CIN=C(HNC(L
H])=C1[HDIC@@]2([H])C([H])([H)N(/C3=N/C(OC(
(HD(HDHD=C([F))C(=N3)C(HD(HNIH)CA([HDL
HDN(HD[HDC([H])(IHD[H]
O=[S](=0)(N(C=2C([H])=C(C([H])=C([H]D)[C@]1([H
DE(HD(HDIC@IL(HNC(HD(HDHD)C(H)=C(C
=2[H])C3=NN=C(03)[C@@](C([H)([HNHD(C([H])
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T125

T126

T127

T128

T129

T130

T131

T132

T133

T134

T135

T136

T137

T138

T139

T140

6.252

6.187

5.585

6.569

6.167

5.959

5.495

6.222

6.036

4.046

5.854
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5.796

6.347

6.319

6.252
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5.351

5.350

6.338

5.293

5.939

5.397

5.314

5.388

4.285

5.438

5.406

5.376

5.436

5.236

5.235

+1.164

+1.156

+1.044

+1.036

+1.165

+1.003

+1.018

+1.171

+1.120
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+1.077

+0.976
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+1.168

+1.207

+1.194
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9.445

9.425

9.424

9.379

9.367

9.362

9.471

9.388

9.462

8.359

9.512

9.480

9.450

9.510

9.310

9.309

((HDC=4C([H])=C([HDC([H])=C([H])C=4[HD[N+]([
HDHDHDCAHDIHDCARDIHDCHD(HDIRDC
(HD(HDIH]
O=C2N(C(=N[C@]5(C=1C([F)=C([H)C([HD=C([F]
)C=1[H])[C@@]2([H])C([H])([H])N(/C3=N/C(OC([H
DHDIHD=C([FI)C(=N3)[C@]4([H)C([H])(IHD)CA([
HD[H)CS(HDHDN([HD)[HD)C(HD([HDH]
O=C2N(C(=N[C@]5(C=1C([F))=C([H)C(HD=C([F]
)C=1[H])[C@@]2([H])C([H])([HN(/C3=N/C(OC([H
DHDIHD=C(CMC(=N3)[C@]4(H])C([H])([H])C4
((HDIHDCS(HDHDN(HDIHDC(HD)(HDH]
O=C2N(C(=N[C@]5(C=1C([H])=C([F)C([H)=C([H]
)C=1[FDIC@@]2([H])C(H]([H])N(/C3=N/C(=C(/[F
DEENI)C@@JA(HDC(HD(HD)CA(HDHDC([H])
((HDHDCS(HDIHDN(HDIHDC(HN/([H])[H]
O=C2N(C(=N[C@]5(C=1C([F))=C([H)C([F])=C([H]
)C=1[H])[C@@]2([H))C([H])([H])N(/C3=N/C(OC([H
DIHDIHD=C([FN)C(=N3)[C@@]4(HNC([H])([H])C
A([HDHDCS(HDHDN(HD) HDC(HD(HDH]
O=C2N(C(=N[C@]5(C=1C([F)=C([H)C([F])=C([H]
)C=1[H])[C@@]2([H])C([H])([H])N(/C3=N/C(OC([H
DHDIHD=C([CIMC(=N3)[C@]4([H])C([H])([H])C4
((HDIHDCS(HDHDN(HDHDC(HD/([H])[H]
[FIC=1C([H])=C([F))C(=C([H])C=1[H])[C@@]24N=
CIN(C(=0)[C@]2([HNC(HD(HN(/C3=N/C(=C(/[F
DCENS)OC(HD([HDHDCAFN(FDC(HD(HDIHD
CA(HDHDC(HD(HDIHDN(HDH]
[F1/C1=C(/N=C(/N=CL/OC([HT)([HDHD)N3C(HN(([
HDIC@@]2(N=C(N(C(=0)[C@]2([H])C3([H])[H])C(
(HD(HDIHDN([HD)[HD)C4=C(H)C([HD)=C([FDC(
H])=CA[FDC([FD([FDIF]
O=C2N(C(=N[C@]4(C=1C([F)=C([H)C([HD=C([H]
)C=1[HD[C@@]2([H])C(H])([HN(/C3=N/C(=C(/[F
DCENS)OC(HD(HDIHDCHD(HDHD)CA(HDIH]
IN(HDIHDC(HD(HDIH]
O=C2N(C(=N[C@]4(C=1C([F])=C([CINC([F])=C([H
DC=1[HD[C@@]2([HDC([H])(IHDN(/C3=N/C(=C(/[
FDC(=N3)OC(HD([HDHD) CHD(HD HD) CA(HDL
HD)N(HD[HDC(HI)(IHD[H]
0=C(C=1C([H])=C([H]DC([H])=C([H])C=1[H])C4=C
([HDC2=C(N=C(N(C2([HD[HDC(HD(IHDC(H])([H
DCEOIN(C(HD(HDIHDC3([HN CHD([HD C(HI)(
(HDC(HDHDCSHD(HDC3(HDIHDN(HDIHDC(
H])=C4[H]
O=C2N(C(=N[C@]4(C=1C([H])=C(C#N)C([HD)=C([
H])C=1[HD[C@@]2([H])C([H])([H])N(/C3=N/C(=C(
IIFNCENS)OC(HI)(IHDIHDC(HI)(IHDIH) CA([H])
(HDN(HDHDC(HD(HDH]
O=C2N(C(=N[C@]4(C=1C([F))=C([F])C([H])=C([H]
)C=1[FD[C@R@]2([H)C([HD(H)N(/C3=N/C(=C(/[F
DCENS)OC(HD(HDIHDCHD(HDHD)CA(HDIH]
IN(HDHDC(HD(HDIH]
[FIC=1C([H])=C([F)C(=C([H])C=1[H])[C@@]24N=
CIN(C(=0)[C@12([HNC(HD(H)N(/C3=N/C(=C(/[F
DEENI)OC(HD(HNHDC(HD([HD)OIHD) CA(HDL
H])C(HD([HDHDN(HD[H]
O=C2N(C(=N[C@]4(C=1C([CI))=C(HDC([F])=C([H
DC=1[HDIC@@]2([HDC([H])([HDN(/C3=N/C(=C(/[
FDCENS)OC(HD(HD HD CHD(HD HD) CA(HDL
HDN(HDIHDC(HD(HDIH]
O=C2N(C(=N[C@]5(C=1C([H])=C([HDC([F))=C([H]
)C=1[H])[C@@]2([H])C([H])([H])N(/C3=N/C(OC([H
DHDIHD=C([FI)C(=N3)[C@]4([H)C([H])(IH])CA([
H])[H)CS(HDH)N(HD)HD)C(H)(HDH]
0=C2N(C(=N[C@]4(C=1C([F)=C([H])C([F])=C([F])
C=1[H])[C@@]2([H])C([HD)([H]N(/C3=N/C(OC([H]
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6.046

5.194

4.801

4.879

4.613

4.530

4.458

4.533

5.921

4510

6.398

3.770

3.745

3.921

4.854

4.367

4.553

5.207

5.297

4.722

4.860

4.686

4.568

4.872

5.293

5.261

4.506

5.476

3.811

3.819

4.000

4.868

4.742

4518

+1.161

-0.980

+1.017

+1.004

-0.984

-0.992

-0.915

-0.856

+1.125

+1.001

+1.168
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-0.980

-0.980

-0.997

-0.921

+1.008
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9.281

9.371

8.037

9.240

8.760

8.642

8.946

9.367

9.335

8.580

9.550

8.337

9.868

11.081

9.184

8.816

8.479

J(HDHD=C([FN)CENS)CH])(IHDC(HD(IHDIHD
CA(HDHDN([HDHDC(HD(HDH]
N#C/C1=C(\[H])C(=C([H])C([H])=C1[H])C2=C([H])
[S)/C(=C2/[H)[C@@]35N=C(N(C(=O)[C@]3([H])C
(IHD(HDN(/CA=N/C([H])=C(C([H])=N4)C([H])([H])
(HDCS([HDHD)CHN(HDHDN(HD[H]
N#C/C1=C(\[H])C(=C([H])C([H])=C1[H])C2=C([H])
[S)/C(=C2/[H)[C@@]35N=C(N(C(=O)[C@]3([H])C
(IHD(HDN(C=4N=C(C([H])=C([H])C=4[HD) C([F)([
FDIFDCS((HDHDCHD(HDIHDN(HD[H]
0=C(/C1=C(\[H])C([HD=C(HNC(=CI[HN)C([H])(H
J)NAC(=NC=3C([H])=C([H])C(OC=2C([H])=C([H])C
(IHD=C([HN)C=2[H])=C([H])C=3CA([HD[HDN([H])[
HDN(C((HD(HDHDCS(HN)CHD(HN C(HD)([H])
C(HD([HDC(HND(HD)CS(HD[H]
N#C/C1=C(\[F])C([H])=C([H])C(=C1[H])C=2[S)/C(=
C(/HDC=2[H)[C@@]35N=C(N(C(=0)[C@]3([H])C
(IHD(HDNECA=CAH])C([H])=C([F))C([H])=CA4[H]
)CS([HDHDCHD(HDHDN(H]D[H]
O=C2N([H])C1=C([H])C([H])=C([H])C([H])=CIN([
H])C=3/C2=C(/[H])C([H])=C(C=3[H])C(=O)N([H])C
4=NC=5C(N4[H])=C([H])C([F])=C([H])C=5[H]
O=C2N([H])C1=C([H])C([HD)=C([H])C([H])=CIN([
H])C=3/C2=C(/[H])C([H])=C(C=3[H])C(=O)N([H])C
4=C([H])C([H])=NC([H])=C4[H]
O=C2N([H])C1=C([H])C([HD)=C([H])C([H)=CIN([
H])C3=C2C([H])=C([H])C(=C3[H])C(=O)N([H])C4=
N/C(=C(/[H])N4[H])C5=|C_|(][H])C([H])=NC([H])=C5[

O=C2N([H])C=1C([H])=C([H])C([H])=C([H])C=1N([
H])C3=C2C([H])=C([H])C(=C3[H])C(=O)N([H])C4=
N/C(=C(/[H])N4[H])C5E%EL"}])C([H])=C([F])C([H])=

O=C2N(C(=N[C@]4(C=1C([H])=C([H))C([H])=C([H
DC=1[HDIC@@]2([HDC([H])([HDN(/C3=N/C(=C(/[
FDCENS)OC(HD(HDHD CHD(HD HD) CA(HDL
HDN(HDHDC([HI)([HD[H]
O=C2N([H])C1=C([H])C([H])=C([H])C([H])=CIN([
H])C=3/C2=C(/[H])C([H])=C(C=3[H])C(=O)N([H])C
4=NC=5C(N4[H])=C([H])N=C([H])C=5[H]
O=C(N([HD)C(=NC([H])([H])C1=C([H])C([CI)=C(C(
[C=CLHDN(HNC=O)C([H])(THNN2C([H])([H])
C([HD(IHDC2([HDHDN(HD[H])C=3C(=N[S]C=3C
((HD(HDHD) CA=C(HDC([H])=C(OC([HN)([HDIH])
C([H])=C4[H]
O=C(N([H])C(=NC([H])([H])C=1C([H])=C([H])C([H
)=C2C=1C([H])=C([H])C([H])=C2[H)N([H])[H])C=
3C(=NOC=3C([H])([H])[H])C4=C([H])C([H])=C(OC
(HD(HDIHNDC(HD=CA[H]
O=C(N([H])C(=NC([H])([H])C1=C([H]) C(=C([H])C(
[C)=C1[H])C2=C([H])N=C([H])C([H])=C2[HDN(L
H])[H])C=3C(=NOC=3C([H])([H])[H])C4=C([H])C([
H])=C(OC([HD(HDIH)C(H])=CA[H]
O=C(N([H])C(=NC([H])([H])C1=C([H])C(=C([H])C(
[CI)=C1[H])C=2C([H])=C([H])[S]C=2[H])N([H])[H]
)C=3C(=NOC=3C([H])([HD[H])C4=C([H])C([H])=C(
OC([H)(IHD[HDC([H])=C4[H]
O=C(N([H])C(=NC([H])([H])C1=C([H])C(=C([H])C(
[CI)=CLHDC(H])=C([HDC(HD(HDC(HN(H)OL
HDN([HD[H]C=2C(=NOC=2C([H])([HD[H])C3=C([
H])C([H])=C(OC([HI)(IHD[HDC([H])=C3[H]
O=C(N([H])C(=NC([H])([H])C1=C([H])C(=C([H])C(
[CI=C[HDC([H])=C(IHD[HDN(H)[H])C=2C(=N
OC=2C([H])([HD[H])C3=C([H])C(HD=C(OC(HI([
H][H])C([H])=C3[H]
O=C(N([H])C(=NC([H])([H])C1=C([H])C(=C([H])C(
=CLHDCHD[HDHDCHDHDHDN(HD[H])C
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4.921

4.824

6.071
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4.319

4.678

4.301

4.538

3.658

3.409

4.569

4.060

3.745

5.699

3.553

3.097

2.854

4.869

4.884

6.303

4.031

5.437

4.774

4.301

4.270

3.809

3411

4.664

4.208

1.935

5.375

3.598

3.107

2.826

+1.011

-0.988

-0.963

+1.010

-0.794

-0.980

+1.000

+1.063

-0.960

-0.999

-0.980

-0.965

+1.935
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-0.997
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7.945

9.586

9.431

8.105

9.511

9.240

9.374

8.344

8.260

8.391

8.162

7.865

8.056

9.449

8.981

8.253

5.999

=2C(=NOC=2C([HD(HD[H])C3=C([H)C([H])=C(O
C([HD)([HDIHDC([H])=C3[H]
O=C(N([H])C(ENC([H])([H])C1=C([H])C([CIN=C(C(
[CI=CL[HDN(HDHDN([H])[H])C=2C(=NOC=2C(
(HD(HDIHDC3=C([H))C([HD)=C(OC([HN)([HD[H])C
((HD=C3[H]
O=C(N([H])C(=NC([H])([H])C1=C([H])C(=C([H])C(
[CI)=CLHDC(H])=C([HDC(HD(HDOCHN(HDL
HDN([HD[H])C=2C(=NOC=2C([H])([HD[H])C3=C([
H])C([H])=C(OC([H])(IHDIHDC([H])=C3[H]
O=C2N(C(=N[C@]4(C=1C([F))=C([H)C([HD=C([F]
)C=1[HD[C@@]2([H])C([H])([H])N(/C3=N/C(=C(/[F
DEENI)OC(HND(HDIHDCHD(HDHD)CA(HDH]
IN(HDIHDC(HD(HDH]
O=C(N([H])C(=NC([H])([H])C1=C([H])C(=C([H])C(
[C)=CLHNC(HD=C(HDCHD(HDCHI)(HDC(
(HD(HDHDN([HD[H])C=2C(=NOC=2C([H])([H])[
H])C3=C([H])C([H])=C(0|_(I3]([H])([H])[H])C([H])=C3[

O=C(N([H])C(=NC([H])([H])C1=C([H])C([CI])=C(O
[HDC([CIN=CI[H]N([HD[H])C=2C(=NOC=2C([H])
([H])[H])C3:C([H])C([)|jgg[CH(]OC([H])([H])[H])C([H]

O=C(N([HT)C(=NC([H])([HDC1=C([HDC([CIN=C([
HI)C([CI)=CL[HDN([HD[H])C=2C(=NN([H])C=2C(
[HD(HDIHDC3=C([HNC(HD)=C(OC([H([HDIHD)C

([H)=C3[H]
O=C(N([H])C(=NC([H])([H)C=1C([H)=C([H])C([H
1)=C2C=1C([H)=C([H])C([HD=C2[HDN([HD[H])C=
3C(=N[S]C=3C([H])([HD[H])C4=C([H])C([H])=C(O

C([HD(IHDHN)C([HD=C4[H]

O=C(N([HT)C(=NC([H])([HDC1=C([HDCICIM=C([
HDC([CIN)=CL[H])N([H)[H])C=2C(=N[S]C=2C([H])
([H])[H])C3=C([H])C([)H2:);[<3|_I(](JC([H])([H])[H])C([H]

O=C(N([HT)C(=NC([HD)([HDC1=C([HDC(CINH=C([
HDC([CI)=CL[H])N([HD[H])C=2C(=NOC=2C([H])(

[HD[HDC3=C([HDC([HD)=C([FI)C([H])=C3[H]

O=C(N([H])C(=NC([H])([HDC1=C([HDC([CIH=C([

HC([CIN)=CL[H])N([H][H])C=2C(=NOC=2C([H])(
[HDIHN)C3=C([HN)C([HD=C([H])C([H])=C3[H]

O=C(N([HI)C(=NC([HI)([HDC1=C([HDC([BrD=C([
HI)C([CI)=CL[HDN([H]D[H])C=2C(=NOC=2C([H])(
[H])[H])C3=C([H])C([H]();([:é?c([H])([H])[H])C([H])
O=C(N([H])C(=NC([H])([H)C1=C([H])C=2C(C([H])
=C1[H])=C([H)C([HD=C([H])C=2[H])N([HD[H])C=
3C(=N[S]C=3C([H])([HD[H])C4=C([H])C([H])=C(O

C([HD(IHDHNC(HD=C4[H]

O=C(N([H])C(=NC([H])([HDC=1C([H)=C([H])C([H
1)=C2C=1C([HD=C([H])C([HD=C2[HDN([HD[H])C=
3C(=NOC=3C([HD(HN[HDCA=C([HDC([HN)=C([F])

C([H])=CA[H]
O=C(N([H])C(=NC([H])([HDC1=C([H))C(=C(C([CI])
=CL[HDN([HDC(=O)C([HD(HDN(HDC(HD([H])C
((HDHDHDCHDHDIHDN(IHD[HI)C=2C(=N[S]
C=2C([HD(HNIHDC3=C([HDC([HN)=C(OC([HI)([H]

JIHDC([HD)=C3[H]

O=C(N([H])C(=NC([H])([HDC=1C([H)=C([H])C([H
1)=C2C=1C([HD=C([HN)C([HD=C2[HDN([HD[H])C=
3C(=NOC=3C([H)([HN)[H])C4=C([HDC([H])=C([H]

)C([H])=CA[H]

[H]C=2C(O[H])=C([H])C=10C=3C(OC=1C=20[H])

=C([H])C(O[H])=C40C5=C(OC=34)C(O[H])=C([H])
C(O[H])=C5[H]
0=C2C=1C(O[H])=C([H])C(O[H])=C([H])C=10/C(=

C2/0O[H])C3=C([H)C([H])=C(O[H])C(O[H])=C3[H]
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5.770

2.193

5.495

4.367

4.509

4.538

4.328

5.097

5.046

4.959

6.176

5.543

5.621

2.201

5.340

4.236

3.973

4.561

3.920

4.967

5.048

5.015

-0.953

+1.021

+1.026
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+1.029

+1.031

+1.135

-0.995

+1.104

+1.026
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10.250

8.290

7.350

9.509

9.414

8.310

8.047

8.832

7.994

9.041

8.783

8.602

[FIC=1C([H])=C(C([H])=C([F))C=1[HNC([H])([HDL
C@@]([H)(N([H])C(=0)C2=C([H])C(=C([H])C(=C2
[HDCEOINS[C@](HD(C(HD([HD)C(HD([HD)C3(
H][H)C(HD)([HDOC([HN(IHDIHD)C(HD([HDHDI
C@](HN(O[HD[C@]4(H)N(H])C(H)([H])C([H])
([HDN(CA(HDHD[SI(=O)(=O)C(HD(HD[H]
O=C3N(C([HD(HDC(HD(HDC=4C([H])=C(OC=2
C([HD)=C([H])C=IN=C(N(C([H])([H])C=1C=2[H])[C
@@]([HN(C(HD([HD)C3(HDIHDC(HD(C(H(HD)
[HDC(HD(HDHDN(HDH)C([HD=C([H])C=4[H]
C@@IS(IHDC(HN(IHDC(HI(HDOC(HIXIHDC
5([H]D[H]
O=C3N(C([HD(HNC(HD(HDC=5C([H])=C(O/C2=
COHDC(HD=CIN=C(N(C([H])([H])C1=C2[H])[C@
I(HDCHDHNC3(HDHDIC@@]A(HDC(HIX(
H)C([H]) ((HDC(HD(HDC(HD([HD) CA(HDIHDN(
HDIHDC(HD)=C([HD)C=S[HDIC@]6([H)C([H])([H]
)C([HD(HDOC(H])(IHDCE([HDIH]
0=C1C4=C(O/C(=CL/C([H])([H])C([H])=C(C([HI)([
H])[H])C([H])([H])[H])C=2C([H])=C([H])C(O[H])=C
([HDC=20[H])C3=C(OC(C([H])=C3[H])(C(H(H])
[HDC(H])(HDIHDC([H])=C40[H]
O=C2N(C(=N[C@]4(C=1C([F)=C([H)C([HD=C([H]
)C=1[FD[C@Q@]2([H)C([HD(H)N(/C3=N/C(=C(/[F
DCENS)OC(HD(HDIHDCHD(HDHD)CA(HDIH]
IN(HDHDCS(HD(HDIH]
O=CIN(C(=N[C@]1(C=2C([H])=C([HDC([H])=C([H
1)C=2[H])C3=C([HN)C(=C([H])C([H])=C3[H])C4=C([
H)N=C([H)C(=CA[HD) C(HD(HDHDN([H][H])C(
(HD(HDH]
O=CIN(C(=N[C@]1(C=2C([H])=C([H])C([H])=C([H
DC=2[H])C3=C([H])C(=C([H])C([H])=C3[H])C=4/N
=C(/H]C(HD)=NC=4[H]N([HD[HDC(H])([HD[H]
O=CIN(C(=N[C@]1(C=2C([H])=C([HDC([H])=C([H
C=2[H])C3=C([H])C(=C([H])C([H])=C3[H])C4=C([
HN=C([HDC([F)=CA[H]N(HD[HDC([HD)([HDIH]
O=CIN(C(=N[C@]1(/C2=C(\[H])C([H]))=C([HDC([H
D=C2[H])C3=C([HN)C(=C([H])C([H])=C3[H])C4=C([
H])N=C([H])C(C#N):C4LH])N([H])[H])C([H])([H])[

O=CIN(C(=N[C@]1(C=2C([H])=C([HDC([H])=C([H
DC=2[H])C3=C([H])C(=C([H])C([H])=C3[H])C4=C([
HDC(OC(HN)(HDIHD)=C([HDC([H])=CAH)N([H])
(HDC(HD(HDIH]
O=CIN(C(=N[C@]1(C=2C([H])=C([H)C([H])=C([H
DC=2[H])C3=C([H])C(=C([H])C([H])=C3[H])C4=C([
H])N=C([H])C([C|])=C4[H]])N([H])[H])C([H])([H])[H

O=CIN(C(=N[C@]1(C=2C([H])=C([H])C([H])=C([H
)C=2[H])C3=C([H])C(=C([H)C([H])=C3[H])C4=C([
HIN=C(HDC(H)=CHHINEHDIHNC(HD DI
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Red—>Bound ligand
Green—>Docked ligangs

Figure S6: Superimposed bound ligand in crystal structure and docked pose of same

Table S5: Dock score, binding energy and number of binding interactions of proposed and
most active molecules with different protonated state of Asp32 and Asp228 dyad.

Protl Prot2 Prot3 Prot4 Prot5 Prot6 Prot7 Prot8 Prot9 Prot10

DS 7.164 6.199 5.898 6.156 5.446 6.321 6.093 6.344 6.387 5.536
§ BE -74.552 -14.611 -18.563 -1.203 -18.419 -16.843 -17.163 -20.815 -23.228 -38.719

NBI 0 0 0 0 0 0 0 0 0 0
< DS 61.663 60.490 60.148 60.250 60.642 60.107 60.323 60.726 27.726 60.207
<
—
o BE -45.069 -28.989 -34.551 -12.606 -45.068 -16.565 -13.985 -24.515 -21.161 -8.366
(2]
z NBI 2 0 0 1 0 0 0 0 0 0
- DS 33.372 26.048 27.394 27.537 27.494 27.796 27.939 26.715 56.950 27.938
[{]
N
§ BE -28.964 -26.994 -0.376 -15.345 -23.677 -10.632 -15.012 -20.569 -17.072 -3.333
?
z NBI 5 0 0 0 1 1 1 2 1 1
o DS 56.494 50.936 51.201 51.459 56.133 56.869 56.719 54.487 56.950 56.687
2
©
§ BE -78.853 -67.725 -69.471 -20.768 -41.861 -39.072 -50.952 -16.407 -56.727 -59.383
?
z NBI 0 0 0 0 0 0 0 0 0 0
™
§ DS 77.878 67.532 67.05 67.596 68.079 67.988 68.074 67.936 67.709 67.953
o |
é “l BE 903.925 -32.512 -34.086 130.374 -17.194 -0.202 140.159 182.699 180.072 373.984
& NBI 3 0 0 0 0 0 0 0 0 0
9 DS 67.614 61.231 61.029 61.093 60.900 60.661 60.665 61.037 60.521 60.921
[32]
<
™
a BE -32.760 -27.756 -26.759 -31.602 -9.342 -8.348 -15.138 -19.303 -17.516 -31.390
X
@]
o
5 NBI 3 1 1 1 2 2 2 2 2 2
« DS 77.509 73.719 73.730 73.985 73.545 73.081 73.509 74.170 73.436 73.607
N BE -22.694 -17.324 -7.928 -14.829 -12.621 -4.553 -15.915 -22.246 -12.079 -20.362
@]
O
n NBI 1 0 0 0 1 1 1 1 1 1

DS - Dock score; BE — Binding energy; NBI — Number of binding interactions with Asp32 and Asp228
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