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1. ROCS/EON Validation Results: Diphenyl Class

Table S1. Diphenyl class validation: ROCS (Shape-only)/EON query combinations

EON(#n)+ ROCS EF 1% EON(#n)+ ROCS EF 1%
#1+B EON_input 46.45 #1+C EON _input 46.45
#2+B EON_input 46.45 #2+C EON_input 46.45
#3+B EON_input 46.45 #3+C EON_input 46.45
#4+B EON_input 46.45 #4+C EON_input 46.45
#5+B EON_input 46.45 #5+C EON_input 46.45

Left: Diphenyl class ROCS (B) #1 +#2 (Shape-only) query combines with EON queries (#n / n=1~5)
Right: Diphenyl class ROCS (C) #1 +#2+#3 (Shape-only) query combines with EON queries (#n/ n=1~5)

All the ROCS (Shape-only) /EON query combination listed in table 1 show perfect results. Therefore, we
eventually choose “#1+C EON _input” combination, the bold one in the right side of table 1, for the
following ASDI production run, because ROCS (C) #1 +#2+#3 (Shape-only) query contains a larger
shape than ROCS (B) #1 +#2 (Shape-only) query and #1 EON query contains the highest activity among
all the other EON queries.

Table S2. Diphenyl class validation: ROCS plus pharmacophore features without EON refinement

Diphenyl ROCS plus pharmacophore feature query AUC EF1%
Diphenyl ROCS pharmacophore 1 1 46.45
Diphenyl ROCS pharmacophore 1+2 1 46.45
Diphenyl ROCS pharmacophore 1+2+3 1 46.45
Diphenyl ROCS pharmacophore 1+2+3+4 1 46.45
Diphenyl ROCS pharmacophore 1+2+3+4+5 1 46.45
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2. ROCS/EON Validation Results: Indole Class

Table S3. Indole class validation: ROCS (Shape-only)/EON query combinations

EON(#n)+ ROCS EF 1% EON(#n)+ ROCS EF 1%
#1+C EON_input 0 #1+D EON_input 51
#2+C EON_input 0 #2+D EON _input 51
#3+C EON_input 0 #3+D EON _input 51
#4+C EON_input 0 #4+D EON _input 51
#5+C EON_input 0 #5+D EON _input 51

Left: Indole class ROCS (C) #1 +#2+#3 (Shape-only) query combines with EON queries (#n / n=1~5).

Right: Indole class ROCS (D) #1 +#2+#3 +#4 (Shape-only) query combines with EON queries (#n /
n=1~5).

All the ROCS (Shape-only) /EON query combination listed in the right part of table 3 show perfect
results. Therefore, we eventually choose “#1+D EON_input” combination, the bold one in the right side
of table 1, for the following ASDI production run, because #1 EON query contains the highest activity
among all the other EON queries.

Table S4. Indole class validation: ROCS plus pharmacophore features without EON refinement

Indole ROCS plus pharmacophore feature query AUC EF1%
Indole ROCS_pharmacophore 1 0.994 51
Indole ROCS pharmacophore 1+2 0.994 51
Indole ROCS pharmacophore 1+2+3 0.994 51
Indole ROCS_pharmacophore 1+2+3+4 1 51
Indole ROCS pharmacophore 1+2+3+4+5 * *

* “Indole ROCS_pharmacophore 1+2+3+4+5”query is the same as
“Indole ROCS_pharmacophore 1+2+3+4”query, so we did not perform
Indole ROCS pharmacophore 1+2+3+4+5 validation run.
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3. ROCS/EON Validation Results: Amide Class

Table S5. Amide class validation: ROCS (Shape-only)/EON query combinations

EON(#n)+ ROCS EF 1% EON(#n)+ ROCS EF 1%
#1+C EON_input 14.67 #1+D EON _input 11
#2+C EON_input 18.33 #2+D EON _input 11
#3+C EON_input 14.67 #3+D EON _input 14.67
#4+C EON_input 11 #4+D EON _input 11
#5+C EON_input 18.33 #5+D EON _input 11

Left: Amide class ROCS (C) #1 +#2+#3 (Shape-only) query combines with EON queries (#n / n=1~5)

Right: Amide class ROCS (D) #1 +#2+#3 +#4 (Shape-only) query combines with EON queries (#n /
n=1~5)

Both #2+C and #5+C in the left side of table 4 are the best ROCS (Shape-only) /EON query combinations
for the amide class. Therefore, we eventually choose “#2+C EON_input” combination for the following
ASDI production run because #2 amide EON query contains a higher activity than #5 amide EON query.

Table S6. Amide class validation: ROCS plus pharmacophore features without EON refinement

Amide ROCS plus pharmacophore feature query AUC  EF1%

Amide ROCS pharmacophore 1 0.987 22
Amide ROCS pharmacophore 1+2 0.985 22
Amide ROCS pharmacophore 1+2+3 0.992 22
Amide ROCS pharmacophore 1+2+3+4 0.992 22
Amide ROCS_pharmacophore 1+2+3+4+5 0.943 22
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4. ROCS/EON Validation Results: Imidazole Class

Table S7. Imidazole class validation: ROCS (Shape-only)/EON query combinations

EON(#n)+ ROCS EF 1% EON(#n)+ ROCS EF 1%
#1+A EON _input 47.82 #1+B EON_input 11.96
#2+A EON _input 47.82 #2+B EON_input 11.96
#3+A EON_input 47.82 #3+B EON_input 11.96
#4+A EON _input 59.78 #4+B EON_input 11.96
#5+A EON_input 59.78 #5+B EON_input 11.96

Left: Imidazole class ROCS (A) #1 (Shape-only) query combines with EON queries (#n / n=1~5)
Right: Imidazole class ROCS (B) #1 +#2 (Shape-only) query combines with EON queries (#n / n=1~5)

Both #4+A and #5+A in the left side of table 4 are the best ROCS (Shape-only) /EON query
combinations for the imidazole class. However, #5+A shows a better performance in the enrichment
factor at 2% (data not shown) and the activity of imidazole #4 and #5 EON query is not significantly
different (ICsg to E.coli are 1.2UM and 1.9M respectively). Therefore, we eventually choose “#5+A

EON_input” combination for the following ASDI production run.

Table S8. Imidazole class validation: ROCS (Shape-only)/EON query combinations

Imidazole ROCS plus pharmacophore feature query AUC EF 1%
Imidazole ROCS pharmacophore 1 1 59.78
Imidazole ROCS_pharmacophore 1+2 * *
Imidazole ROCS pharmacophore 1+2+3 * *
Imidazole ROCS pharmacophore 1+2+3+4 * *
Imidazole ROCS pharmacophore 14+2+3+4+5 0.379 0

S-7



5. Diphenyl Actives
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6. Indole Actives
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7. Amide Actives
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8. Imidazole Actives
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9. Diphenyl Decoys
See separately attached .sdf file entitled “Fabl_Diphenyl_Decoys_500.sdf”

10. Indole Decoys
See Separately attached .sdf file entitled “Fabl_Indole_Decoys_1000.sdf"

11. Amide Decoys
See separately attached .sdf file entitled “Fabl_Amide_Decoys_533.sdf”

12. Imidazole Decoys
See separately attached .sdf file entitled “Fabl_Imidazole_Decoys_529.sdf”
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13. Diphenyl Virtual Screen, Compounds Ordered and Tested
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14. Indole Virtual Screen, Compounds Ordered and Tested
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15. Amide Virtual Screen, Compounds Ordered and Tested
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16. Imidazole Virtual Screen, Compounds Ordered and Tested
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17. NMR Spectra for Published Compounds
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CB-5542661 NMR spectrum-1
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CB-7355451 NMR spectrum
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18. HPLC Analysis of Published
Compounds

CHO00562130

MSD1 TIC, MS File (467\1FD-3001.D) APCI, Pos, Scan, Frag: 85

5000000
4000000
3000000
2000000

1000000

, N A A

ADC1 A, ELSD (467\1FD-3001.D)

ID 9075115 Cy5H14N20

‘ 238.2916 ‘

Data File C:\HPCHEM\1\DATA\467\1FD-3001.D

Sample Name: CH005621P1-F-04

Instrument 1 10/09/2006 13:34:47 LCMS#1

Column: Chromolith SpeedROD C18 50x4.6mm | 3.75ml/min
Gradient: "A"->@2.2min->"B" (Hold 0.5min)->@0.1lmin->"A"-
>PostRun

PMP1l, Solvent A : 0.1% TFA in AcN/Water (5:95)

PMP1, Solvent B : 0.1% TFA in AcN

PMP1, Solvent C 10mM CH3COONH4 in AcN/Water
(2.5:75.5)

PMP1, Solvent D : 10mM CH3COONH4 in AcN/Water (90:10)

Ionization mode APCI Positive

Signal 1: ADC1 A, ELSD

Peak RetTime Type Width Area Height Area
# [min] [min] [mV*s] [mV] %
=== [====]======= | === [ === |======== |
1 1.143 PP 0.0521 116.41392 34.76533 95.8423
2 1.529 PP 0.0418 3.96096 1.49830 3.2610
3 2.562 PP 0.0363 1.08921 4.64966e-1 0.8967
Totals : 121.464009 36.72859
Signal 2: DAD1 A, Sig=260,2 Ref=off
Peak RetTime Type Width Area Height Area
# [min] [min] [mMAU*s] [mAU] %

oo |==-mfmmmm |—=mmmmmms R |-=-mmm- !
1 1.100 PV 0.0643 4979.98828 1255.57410 91.5908

2 1.474 VP 0.0568 457.22726 119.08273 8.4092
Totals 5437.21555 1374.65683
Signal 3: MSD1 TIC, MS File
Peak RetTime Type Width Area Height Area
# [min] [min] %

il et | === === | == [ === |======== |
1 1.138 PBA 0.0880 2.90206e7 5.55998e6 100.0000
Totals 2.90206e7 5.55998e6

mv ®
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304 . o
254 & g
203 = o
6 0‘5 i 1‘5 é 2‘.5 mir|
DAD1 A, Sig=260,2 Ref=off (467\1FD-3001.D)
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1000
800
600
400 e
2004 :
o3 T T T T T T
0 0.5 1 1.5 2 2.5 mir|
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5000000 ]
40000004
30000004
2000000
10000004
04 T T T —— T T T
0 05 1 1.5 2 25 mirf
*MSD1 SPC, time=1.064:1.322 of 467\1FD-3001.D APCI, Pos, Scg
-
1007 = Max: 153073
] N
80
60—
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] N
] L ~
20 1 & - 2
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0 —| J A \L

I I I
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S-35



Speca

Pags 23
File:990008538 1057 |0 AG-2D5/36081 057 Description:S16H15CIN2
Instrurment: LGS B Vial1-83 Dabe: 1 &-Jun-2004
Frimted: Fri Jum 18 134613 2004
Sample Report (continued):
Dioda Array Detector 240 - 320 mm: TIC 1. le+008
(2
100 70
2.71 |
I
. |
I
i) [
270 [
0. 41 [
o fl- T T T - T T T T T T T Tima
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- 299.0
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o 1l |II| " |1|Jllll |I - |= : "u,l_l i . I||,|,|I || : | [ - miE
200 220 240 260 2m0 i) 320 340 &0 Ian
Peak ID Time Mass Found BPM
2 2v2 2mos 2N
Combina (144:145%-135:139) 1:M5 ES+
100 7.0 1. 9a+006
297311
&
274.1
o 237.1 2752 321'1345-2 116.5 541.1 ?‘3'1 HD'EEED.I EBE.E-I&
200 250 aoo 350 400 450 00 S50 &00 &S0 1]

AG-205/36981057 LC-MS Spectrum
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SPECS and BiaSPECS BV, The Metharlands

FPage &
Sl 51011 148085 IOrAE-B48M 1405680 Crescription CASH12CE2N2
ial 16 Caba: (4-Sap-2000 Time: 16: 2842
Prirted FA Sep 08 130123 2000
Samphe Report [cortinued):
BAD: P16 5. Zat 007
100- (2) _
250 |
1-93”
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[ .
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AE-848/11489669 Spectrum
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