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Table S1. Seventeen matrix metalloproteinase inhibitors (MMPIs) found to be inactive against
the anthrax toxin lethal factor, with total Surflex-Dock scores.
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Table S2. In vitro assay data for the top five anthrax toxin LF inhibitor hit compounds: 5426202,
5421384, 5428736, 5426345, and 150002740

(a) 5426202

10/26/09 IC50 profiles of 5426202, Plate 1

25nM LF (U of M)

30uM MAPKkide (U of M)

10/26/09 1C50 profiles of 5426202, Plate 2

25nM LF (U of M)

30uM MAPKkide (U of M)
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odin 2l ba2e2lld
Tog|MINIBNOT | W5, FESpOnEs — Wanable slope [TogInRBEGr] VE. reSponse — Wanabie Sope
Best-fit values Best-ft values
BOTTOM -7.054 BOTTOM -5.783
TOF K] TOP 1094
LOGICED 1.681 LOGICED 1708
HILLELTPE 1403 HILLELOPE -T 380
ICED 47.09 ICE0 £1.00
Span 1021 Span 1152
Std. Error Std. Emor
BOTTOM 2.620 BOTTCM jngz
TOP 1.803 TOP 1523
LOGICED 0.03303 LOGICED 0.03024
HILLSLOPE 0.1535 HILLSLOPE 01333
Span 4508 Span 3806
05% Confidence Intervals 25% Confidence Intervals
BOTTOM -14.04 1o 0.3345 EOTTOM -12.52 10 0.0550
TOP 28.16 to 106.0 TOP 106.1 to 1127
LOGICS0 1.508 1o 1.764 LOGICS0 184210 1.774
HILLELTFE -1.737 to 1068 HILLSCOFE -1l o 1788
1CED 3084 to BEDD ICED 4382 to 5036
Span 20320 110.0 Span 106.2 ta 123.5
Goodness of Fit Goodness of Fit
Degrees of Freedom 12 Degrees of Freedom 12
R 0.0040 R 00950
Absclute Sum of Squares 176.0 Absaolute Sum of Squares 137.0
Syx 3.830 Syx 3379
Mumber of points Wurnber of points
Analyzed 18 Analyzed 16
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(b) 5421384

10/26/09 IC50 profile of 5421384, Plate 1

25nM LF (U of M)

30uM MAPKKide (U of M)
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ICED ET 34 o T4E6
Span 83831 1071
Goodness of Fit
Diegrees of Freedom 12
R 0.2840
Absolute Sum of Squares 1403
Sy.x 3418
Mumber of points
Anafyzed 16
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10/26/09 IC50 profile of 5421384, Plate 2

25nM LF (U of M)

30uM MAPKKide (U of M)
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;5 0.EE41
Absolute Sum of Squares 2141
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(c) 5428736
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10/26/09 IC50 profile of 5428736, Plate 1

25nM LF (U of M)
30uM MAPKKide {U of M)
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10/26/09 IC30 profile of 5428736, Plate 2

25nM LF (U of M)
30uM MAPKKkide (U of M)
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Span 9563 o 1088
Goodness of Fit
Degreas of Freedom 12
|25 T O0EE
Absciute Sum of Squanes 124.2
Syx 32117
Kumber of paints
Analyzed 16

1000



(d) 5426345
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10/26/09 IC50 profile of 5426345, Plate 1
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10/26/09 1C50 profile of 5426345, Plate 2
25nM LF (U of M)
30uM MAPKkide (U of M)
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(e) 150002740

10/26/09 IC50 profile of 150002740, Plate 1

25nM LF (U of M)

30uM MAPKkide (U of M)
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10/26/09 IC50 profile of 150002740, Plate 2

250M LF (U of M)

301:M MAPKkide (U of M)
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Table S3. In vitro assay data for two matrix metalloproteinase inhibitors active against the
anthrax toxin lethal factor: GM6001 and M444264

(a) GM6001

10/26/09 IC50 profile of GMG001, Plate 2
250M LF (U of M)
30uM MAPKkide (U of M)

10/26/08 IC50 profile of GMG001, Plate 1
25nM LF (U of M)
30iM MAPKKide (U of M)
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(b) M444264

10/29/09 IC50 profile of M444264, Set 1 (n=2)

% activity

25nM LF (U of M)
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30uM MAPKKide (U of M)
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10/29/09 1C50 profile of M444264, Set 2 (n=2)

25nM LF (U of M)
30uM MAPKkide (U of M)
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Table S4. Identity and purity analysis data for the top three anthrax toxin LF inhibitor hit
compounds: 5426202, 5421384, and 5428736

(a) 5426202
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Chemical Formula: C;sH7[,NO
Exact Mass: 492.9400

Purity >95%

Predicted '"H NMR spectrum:
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Observed 'H NMR spectrum:
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LC-MS:
Sample 12 Vial 2:8 ID File GPHR-00104598 Date 21-Jul-2009 Time 16:59:41 Description 5426202
PDA Ch3 220nm@l.Z2nm-MBF Smooth (SG, 2x2) (5) B s by
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2 E |
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0. 0 T T T T e T T T T e e ——r——r=r— Time
1.0000 2.0000 3.0000 4.0000 5.0000 6.0000
Peak Number Compound Time AreaAbs Area %Total Width Height Mass Found
5 3.41 4.99e+004 100.00 0 2e+006



(b) 5421384

1)

Chemical Formula: C,;cH;sCINO

Cl

OH

Exact Mass: 275.1077

Purity: >95%

Predicted '"H NMR spectrum:
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Observed 'H NMR spectrum:
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LC-MS:
Sample 5 Vial 1:13 ID File 5421384_2 Date 30-Oct-2009 Time 16:31:29 Description
PDA Ch4 220nmfil.Z2Znm-MBF Smooth (535G, 2x2) (2) 6.25%e-1
276.30 Range: 6.25%e-1
2.22
6.0e-1] A
E i
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2 i
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3 | — e S L) e _ :
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1.0000 2.0000 3.0000 4.0000 5.0000
Peak Number Compound Time AreaAbs Area %Total Width Height Mass Found
1 0.21 3.56e+003 528 0 1e+005
2 222 6.3%+004 9472 0 Ge+005
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(c) 5428736

Br
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Chemical Formula: C;gH;sBrNO
Exact Mass: 319.0572

Purity: >95%

Predicted '"H NMR spectrum:
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Observed 'H NMR spectrum:
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LC-MS solvent gradient table:

Time (min) Flow rate % solvent A % solvent B
(mL/min)
Initial 0.25 95 5
5 0.25 5 95
55 0.25 5 95
6 0.25 95 5
6.25 0.25 95 5

Solvent A: 95:5 water:acetonitrile with 0.1% formic acid

Solvent B: 95:5 acetonitrile:water with 0.1% formic acid



