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Figures S1-53 'H NMRs of relevant compounds

Figure 54 Three-fold dilution topoisomerase II inhibition assay of compounds 13 and 16

Figure S5-510  One dose NCI 60 cancer cell growth data (10puM)

Figure S11-S13 Five dose NCI 60 cancer cell growth data with GI50, TGI and LC50 data for compound 11
Figure S14-S16 Five dose NCI 60 cancer cell growth data with GI50, TGI and LC50 data for compound 13

Figure 517: COMPARE Analysis data for compound 13 in direct comparison with SCH1473759
(NSC761691), an Aurora kinase inhibitor.
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Figure S1: Stacked 'H NMR plots of the aromatic regions of 11-substituted Ellipticines 8, 9, 13,
and 15 measured in DMSO-ds at 300MHz
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Figure S2: Stacked *H NMR plots of the aromatic regions of 11-substituted Ellipticines 9, 11
and 12 measured in DMSO-d; at 300MHz
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Figure S3: Stacked 'H NMR plots of the aromatic regions of 11-substituted Ellipticines 15, 16
and 17 measured in DMSO-ds at 300MHz




Figure S4:  Three fold dilution assay for compound 13 (lanes 1-3; 100-1uM) and 16 (lanes
4-6; 100-1uM); A &B are positive and negative control respectively.

M: 100 10 1 100 10 1
A B 1 2 3 4 5 6




Figure S5:

One dose assay (10uM) NCI 60 cell lines growth data for compound 9

NSC: D-762124 /1

Conc: 1.00E-5 Molar

Test Date: Nov 07, 2011

Experiment ID: 11110559

Report Date: Dec 01, 2011

Mean Growth Percent - Growth Percent

Developmental Therapeutics Program
One Dose Mean Graph
Panel/Cell Line Growth Percent
Leukemia
CCRF-CEM 105.71
HL-60(TB) 96.38
K-562 111.69
MOLT-4 98.71
RPMI-8226 101.79
SR 84.86
MNeon-Small Cell Lung Cancer
AS49/ATCC 102.62
EKVX 99.27
HOP-62 95,37
HOP-92 97.81
NCI-H226 83.18
MNCI-H23 94.28
NCI-H460 08.68
MNCI-H522 91.10
Colon Cancer
HCC-2998 102.36
HCT-116 92,72
HCT-15 103.38
HT29 97.64
SW-620 99.71
CNS Cancer
SF-268 98,12
SF-285 105.55
SF-539 106.06
SNB-19 104.86
SNB-75 116.58
U251 109.29
Melanoma
LOX IMVI 92.36
MALME-3M 112.01
M14 103.21
MDA-MB-435 112.19
SK-MEL-2 97.15
SK-MEL-28 123.54
SK-MEL-5 92.89
UACC-257 103.21
UACC-62 114,54
Cvarian Cancer
IGROWV1 96,39
OVCAR-3 91.36
OVCAR-4 102.00
OVCAR-5 108.51
OVCAR-8 93.71
NCI/ADR-RES 97.58
SK-OV-3 102.42
Renal Cancer
A498 93.81
ACHN 95.57
CAKI-1 101.19
RXF 393 108.19
SM12C 101.64
TK-10 129.98
uo-31 66.48
Prostate Cancer
PC-3 90.58
DU-145 90.66
Breast Cancer
MCF7 87.11
MDA-MB-231/ATCC 86.79
HS 578T 118.00
BT-548 93.10
T-47D 95.65
MDA-MB-468 96.86
Mean 88.92
Delta 33.44
Range 63.50
150

100 50

0 -50

=100 =150




Figure S6:

One dose assay (10uM) NCI 60 cell lines growth data for compound 11

NSC: D-762144 /1 Conc: 1.00E-5 Molar Test Date: Nov 07, 2011

Experiment ID: 11110559

Report Date: Dec 01, 2011

Mean Growth Percent - Growth Percent

Developmental Therapeutics Program
One Dose Mean Graph
Panel/Cell Line Growth Percent
Leukemia
CCRF-CEM 52.89
HL-80(TB) 59.51
K-562 63.59
MOLT-4 71.67
RPMI-8226 47.67
SR -11.80
Mon-Small Cell Lung Cancer
AS49/ATCC 13.72
EKVX 58.32
HOP-62 -27.23
NCI-H226 37.84
NCI-H23 53.44
NCI-H460 -39.37
NCI-H522 4853
Colon Cancer
HCC-2998 4480
HCT-116 -25.61
HCT-15 44 .87
HT29 -0.06
KM12 56.33
SW-620 15.81
CNS Cancer
SF-268 71.29
SF-295 4503
SF-538 -22.45
SNB-18 37.01
SNB-75 -75.76
U251 -56.48
Melanoma
LOX IMVI 25.68
MALME-3M 13.67
M14 56535
MDA-MB-435 52.02
SK-MEL-2 17.44
SK-MEL-28 51.85
SK-MEL-5 51.52
UACC-257 7290
UACC-62 32.58
Owarian Cancer
IGRCOV1 9.44
OVCAR-3 -52.41
OVCAR-4 -75.09
OVCAR-5 80.31
OVCAR-8 15.73
NCIfADR-RES 4233
SK-0V-3 8.05
Renal Cancer
A408 84.02
ACHN 16.07
CAKI-1 37.97
RXF 393 -0.83
SM12C 8.75
TK-10 -58.68
uo-31 -37.43
Prostate Cancer
PC-3 53.51
DU-145 49.30
Breast Gancer
MCF7 498
MDA-MB-231/ATCC -3.52
HS 578T -8.10
BT-548 20.60
T-47D 13.64
MDA-MB-468 34.37
Mean 21.22
Deilta 96.98
Range 185.07

150

100

50 0 =50 -100 =150




Figure S7:

One dose assay (10uM) NCI 60 cell lines growth data for compound 13

NSC: D-762123 /1

Conc: 1.00E-5 Molar

Test Date: Nov 07, 2011

Experiment ID: 11110359

Report Date: Dec 01, 2011

Mean Growth Percent - Growth Percent

Developmental Therapeutics Program
One Dose Mean Graph
Panel/Cell Line Growth Percent
Leukemia
CCRF-CEM 30.14
HL-80(TB) 25.56
K-562 10.28
MOLT-4 0.60
RPMI-8226 23.70
SR -1.72
MNon-Small Cell Lung Cancer
ASASIATCC 2.33
EKVX 39.21
HOP-62 18.38
MNCI-H226 18.95
NCI-H23 22.98
NCI-H460 -22.58
MNCI-H522 0.45
Colon Cancer
HCC-2988 31.50
HCT-116 415
HCT-15 18.00
HT29 215
SW-620 13.82
CMNS Cancer
SF-268 29.98
SF-295 14.68
SF-538 15.52
SNB-19 29.17
SNB-75 47.07
U251 15.61
Melanoma
LOX IMVI 965
MALME-3M 28.24
M14 16.59
MDA-MB-435 13.44
SK-MEL-2 -11.32
SK-MEL-28 29.95
SK-MEL-5 17.02
UACC-257 10.61
UACC-62 22.48
QOvarian Cancer
IGROV1 21.18
OVCAR-3 30.58
OVCAR-4 23.68
OVCAR-5 34.32
OVCAR-8 9.99
NCI/ADR-RES 17.92
SK-OV-3 28.00
Renal Cancer
A498 3.82
ACHN 9.55
CAKI-1 29.02
RXF 393 -0.13
SMN12C 21.08
TK-10 4.35
Uo-31 15.85
Prostate Cancer
PC-3 23.21
DU-145 18.71
Breast Cancer
MCF7 213
MDA-MB-231/ATCC 26.11
HS 578T 43.42
BT-548 54.44
T-47D 23.89
MDA-MB-463 11.94
Mean 17.83
Delta 40.41
Range 77.02

150

100 50

0 -50

-100 -150




Figure S8:

One dose assay (10uM) NCI 60 cell lines growth data for compound 15

Developmental Therapeutics Program

One Dose Mean Graph

NSC: D-762141 /1

Conc: 1.00E-5 Moalar

Test Date: Nov 07, 2011

Experiment ID: 11110859

Report Date: Dec 01, 2011

Panel/Cell Line

Leukemia
CCRF-CEM
HL-60(TB)
K-562
MOLT-4
RPMI-8226
SR

Non-Small Cell Lung Cancer
ABA9/ATCC
EKVX
HOP-62
HOP-92
NCI-H226
NCI-H23
NCI-H460
NCI-H522

Colon Cancer
HCC-2998
HCT-116
HCT-15
HT29
SW-620

CMS Cancer

SF-295
SF-539
SNB-19
SNB-75
U251
Melanoma
LOX IMVI
MALME-3M

M14
MDA-MB-435
SK-MEL-2
SK-MEL-28
SK-MEL-5
UACC-257
UACC-62
Ovarian Cancer
IGROV1
OVCAR-3
COVCAR-4
OVCAR-5
OVCAR-8
NCI/ADR-RES
SK-0OV-3
Renal Cancer

Prostate Cancer

DU-145

Breast Cancer
MCF7
MDA-MB-231/ATCC
HS 578T
BT-549
T-47D
MDA-MB-468

Mean
Delta
Range

Growth Percent

Mean Growth Percent - Growth Percent

100.24
96.08
103.11
94.31
97.57
88.11

91.87

150

100

50

0 -50

-100 -150




Figure S9: One dose assay (10uM) NCI 60 cell lines growth data for compound 16

One Dose Mean Graph

Developmental Therapeutics Program

NSC: D-762142 /1 Conc: 1.00E-5 Molar

Test Date: Mov 07, 2011

Experiment ID: 11110559

Report Date: Dec 01, 2011

Panel/Cell Line

Leukemia
CCRF-CEM
HL-60(TE)
K-562
MOLT-4
RPMI-8226
SR
Mon-Small Cell Lung Cancer

AS49/ATCC

MNCI-H522
Colon Cancer
HCC-2998
HCT-116
HCT-15
HT29
KM12
SW-620
CMS Cancer
SF-268
SF-285
SF-539
SHB-19
SNB-75
U251
Melanoma
LOX IMVI
MALME-3M

MDA-MB-435
SK-MEL-28
SK-MEL-5
UACC-257
UACC-62
Owarian Cancer
IGROWV1
OVCAR-3
QVCAR-4
OVCAR-5
OVCAR-8
NCI/ADR-RES
SK-OV-3
Renal Cancer
A498
ACHN
CAKI-1
RXF 383
SMN12C
TK-10
Uo-3
Prostate Cancer
[=

DU-145

Breast Cancer
MCF7
MDA-MB-231/ATCC
HS 578T
BT-549

T-47D
MDA-MB-468
Mean

Delta
Range

113.06

95.29
116.84
101.55
107.29
104.21

115.04
106.32

93.00
100.51
100.34
117.51

96.62

108.88

96.62
106.82
109.73
106.56
106.94

108.21
101.84
122.08
96.26
74.02
123.711

92.42
114.45
117.63
117.55
111.90
101.93
141.83
105.25

103.93
107.05

96.05
113.69
108.17
103.15
111.11

128.72
111.51
100.88
112.56

98.42
135.74

76.22

100.01
116.08

80.53
77.64
153.29
9473
76.47
98.95

106.19
32147
79.37

Growth Percent

Mean Growth Percent - Growth Percent

150

100

50 0 -50

-100 -150




Figure S10:  One dose assay (10uM) NCI 60 cell lines growth data for compound 17

Developmental Therapeutics Program

One Dose Mean Graph

NSC: D-762143/1

Conc: 1.00E-5 Molar

Test Date: Nov 07, 2011

Experiment ID: 11110558

Report Date: Dec 01, 2011

Mean Growth Percent - Growth Percent

Panel/Cell Line Growth Percent
Leukemia
CCRF-CEM 106.20
HL-60(TB) 96.23
- 105.15
MOLT-4 96.31
RPMI-8226 94.35
SR 97.18
Mon-Small Cell Lung Cancer
ASA9/ATCC 98.58
EKVX 99.50
HOP-62 94.70
MNCI-H226 91.70
NCI-H23 93.08
MNCI-H460 105.29
NCI-H522 99.47
Colon Cancer
HCC-2998 102.35
HCT-116 100.17
HCT-15 119.98
HT29 103.77
KM12 107.85
SW-620 102.81
CMS Cancer
SF-268 112.74
SF-295 91.36
SF-539 112.66
SMNB-19 108.67
SMB-75 78.18
U251 107.00
Melanoma
LOX IMVI 87.87
MALME-3M 128.81
14 108.16
MDA-MB-435 108.44
SK-MEL-2 122.87
SK-MEL-28 111.84
SK-MEL-5 94.35
UACC-237 101.70
UACC-62 115.32
QOwarian Cancer
IGROV1 112.42
QVCAR-3 109.03
OVCAR-4 98.73
OVCAR-5 111.60
OWVCAR-8 099.53
NCI/ADR-RES 94.18
SK-OV-3 110.11
Renal Cancer
A498 102.74
ACHN 106.23
CAKI-1 92.74
RXF 393 9852
SM12C 93.57
TK-10 144.84
Uo-31 67.06
Prostate Cancer
- 91.57
DU-145 112.95
Breast Cancer
MCF7 75.50
MDA-MB-231/ATCC 68.25
HS 78T 120.83
BT-549 94.35
T-47D B86.83
MDA-MB-468 99.98
Mean 101.72
Delta 34 .66
Range 77.78

T

150

100 50

0 -50

=100 =150




Five Dose Assay data graph from NCI 60 cell lines growth for compound 11

Figure S11
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Figure S12:  Complete Five Dose Assay data from NCI 60 cell lines for compound 11

National Cancer Institute Developmental Therapeutics Program
In-Vitro Testing Results

NSC . D-762144/1 Experiment ID : 1112NS71 Test Type : 08 Units : Molar

Report Date : February 07, 2012 Test Date : December 12, 2011 QNS MC :

COMI : CM-5-278-4-2 (111980) Stain Reagent | SRB Dual-Pass Related SSPL: 0Y2V

Log10 Concentration
Time Mean Optical Densities Percent Growth

Panel/Cell Line Zero  Ctrl -80 70 60 -50 -40 -80 70 60 -50 -40 Gls0 TGl LC50
Leukemia
CCRF-CEM 0438 2023 1985 1958 1961 1189 0811 98 96 96 48 24 9.08E-6 > 1.00E-4 > 1.00E-4
HL-60(TB) 0880 2718 2644 2667 2942 2357 1.864 96 a7 112 75 54 > 1.00E-4 = 1.00E-4 > 1.00E-4
K-562 0167 1.357 1.415 1182 1.277 0.621 0.280 105 88 83 38 2] 6.10E-6 > 1.00E-4 > 1.00E-4
MOLT-4 0.481 1.888 1.845 1836 2078 0910 0835 a7 a7 106 28 11 5.38E-6 > 1.00E-4 > 1.00E-4
SR 0316 1.802 1.744 1770 1.825 0337 0276 a0 g2 95 1 =13 3.03E-6 1.24E-5 = 1.00E-4
Mon-Small Cell Lung Cancer
AS48/ATCC 0314 1.552 1513 1517 1.484 0533 0420 a7 a7 85 18 8 3.83E-6 = 1.00E-4 = 1.00E-4
EKVX 0578 1.271 1196 1199 1.123 1.086 0991 89 =) 79 70 B0 > 1.00E-4 > 1.00E-4 > 1.00E-4
HOP-62 0303 0745 0705 0708 0727 0175 0.169 a1 92 96 -42 -44 2.15E-6 4 94E-6 > 1.00E-4
HOP-92 0088 1431 1426 1.428 1338 1.191 1.196 99 99 79 46 47 7.49E-6 > 1.00E-4 > 1.00E-4
MNCI-H226 0638 1.286 1.248 1.207 1.257 0784 0678 94 &8 a5 22 6 4.19E-6 > 1.00E-4 > 1.00E-4
NCI-H23 0.861 2362 2310 2327 2203 1.8432 1.564 a6 a8 89 B85 47 B8.75E-5 = 1.00E-4 > 1.00E-4
MNCI-H480 0285 2455 2519 2548 2382 0622 0470 103 104 a7 16 g 3.76E-6 > 1.00E-4 > 1.00E-4
NCI-H522 0678 1.462 1.438 1480 1.505 1.162 1.024 a7 100 105 52 44 4.64E-5 = 1.00E-4 > 1.00E-4
Colon Cancer
COLO 205 0279 0969 0948 0931 0997 0580 0585 a7 a4 104 44 44 7.84E-6 = 1.00E-4 > 1.00E-4
HCC-28588 0.581 1.723 1654 1.715 1.756 1.216 1.010 94 a5 103 55 a7 1.83E-5 = 1.00E-4 = 1.00E-4
HCT-116 0.219 1.617 1624 1.651 1.846 0422 0486 100 102 102 15 19 3.893E-6 > 1.00E-4 > 1.00E-4
HCT-15 0282 1.880 1886 1.947 2048 1.133 1.055 a5 a8 104 50 45 9.91E-6 > 1.00E-4 = 1.00E-4
HT29 0188 1156 1200 1222 1235 0570 0.551 105 107 108 39 37 6.90E-6 > 1.00E-4 > 1.00E-4
KM12 0493 2113 2077 2081 2115 1458 1.239 98 a8 100 &0 46 5.12E-5 > 1.00E-4 > 1.00E-4
SW-520 0.244 1.683 1654 1.580 1.518 0313 0420 a7 83 a8 5 12 2.86E-6 = 1.00E-4 > 1.00E-4
CNS Cancer
SF-268 0486 1653 1577 1564 1585 1218 1.046 93 92 94 62 47 6.78E-5 > 1.00E-4 > 1.00E-4
SF-205 0819 2588 2521 2536 2566 2116 1.479 96 a7 99 73 G6 > 1.00E-4 > 1.00E-4 > 1.00E-4
SF-538 0.695 1.786 1786 1.715 1.814 1.144 1.039 100 a4 103 41 31 7.17E-6 = 1.00E-4 > 1.00E-4
SNBE-18 0.650 1.815 1826 1.817 1.888 1.508 1.673 a3 a2 88 58 81 > 1.00E-4 = 1.00E-4 = 1.00E-4
SNB-75 0735 1.242 1.141 1150 1.221 0358 0.580 80 82 96 -1 -24 2.05E-8 4 48E-8
Melanoma
LOX IV 0.255 1.633 1612 1.580 1551 0606 0445 98 a7 a4 25 14 4 38E-6 > 1.00E-4 > 1.00E-4
MALME-2M 0.588 1.774 1772 1842 1786 1382 1.201 100 106 101 67 52 > 1.00E-4 > 1.00E-4 > 1.00E-4
14 0.415 1.396 1.318 1.447 1450 1.016 1.038 a2 105 105 61 B3 = 1.00E-4 > 1.00E-4 = 1.00E-4
MDA-MB-435 0473 1999 1979 1982 2027 1153 1.132 99 98 102 45 43 8.02E-6 > 1.00E-4 > 1.00E-4
SK-MEL-2 0.861 1.768 1,780 1.824 1.850 1.663 1.395 102 106 109 ] 59 > 1.00E-4 > 1.00E-4 > 1.00E-4
SK-MEL-28 0.507 1.332 1.308 1.377 1.334 0984 0922 a7 106 100 58 50 > 1.00E-4 > 1.00E-4 > 1.00E-4
SK-MEL-5 0523 2400 2220 2241 2238 1627 1.286 a0 a1 =31 59 41 3.05E-5 > 1.00E-4 = 1.00E-4
UACC-257 0.550 1.284 1257 1.258 1.267 1.002 1.049 a5 95 96 61 67 > 1.00E-4 > 1.00E-4 = 1.00E-4
UACC-62 0578 2143 2118 2120 2080 1306 1.250 a8 a3 86 46 43 8. 48E-6 = 1.00E-4 = 1.00E-4
Ovarian Cancer
IGROWV1 0580 1.333 1.305 1.335 1.368 0920 0914 96 100 105 44 44 8.07E-6 = 1.00E-4 > 1.00E-4
OVCAR-3 0517 1.343 1.351 1385 1.422 0245 0310 101 105 110 -53 =40 2.33E-6 4.T4E-6
OVCAR-4 0.534 1.081 1086 1.083 1.045 0088 0070 99 g9 92 -87 -87 1.71E-6 3.25E-6 6.19E-6
OVCAR-5 0.587 1.539 1517 1.584 1.610 1.417 1.246 98 105 108 87 (=] > 1.00E-4 > 1.00E-4 = 1.00E-4
OVCAR-8 0417 1796 1764 1809 1739 0757 0.858 98 101 96 25 32 4.41E-6 > 1.00E-4 > 1.00E-4
NCIADR-RES 0532 1782 1.807 1792 1738 1.195 1.184 102 1o 96 53 52 > 1.00E-4 > 1.00E-4 > 1.00E-4
SK-OV-3 0.487 1.113 11416 1123 1130 0680 0476 100 102 103 32 -2 5.62E-6 8.55E-5 > 1.00E-4
Renal Cancer
7860 0834 2205 2263 2322 2378 0673 0375 98 102 106 -19 -55 2.T9E-6 7.00E-6 7.20E-5
A4098 1307 1779 1709 1670 1.647 1.611 15156 85 77 72 64 44 5.05E-5 > 1.00E-4 > 1.00E-4
ACHN 0312 1.332 1.385 1.380 1.442 0606 0646 105 105 111 ] 33 5.51E-6 = 1.00E-4 > 1.00E-4
CAKI-1 0638 1.854 1.880 1.820 1.835 1.088 1.166 94 a0 4] 35 40 5.38E-6 = 1.00E-4 = 1.00E-4
RXF 3893 0656 1.103 1027 1082 1123 0648 0445 83 g2 105 -2 =32 3.27E-6 0.68E-6 > 1.00E-4
SN12C 0466  1.951 1806 1.836 1.8890 1127 1.240 97 89 46 45 52 = 1.00E-4 > 1.00E-4
TK-10 0738 1336 12308 1340 1524 0906 1.039 95 101 131 28 50 % = 1.00E-4 > 1.00E-4
Uo-31 0555 1.769 1606 1.580 1.577 0625 0911 87 &5 a4 6 29 2.73E-6 = 1.00E-4 > 1.00E-4
Prostate Cancer
PC-3 0513 1.857 1862 1896 1746 1230 1.231 100 95 a5 50 50 9.76E-6 > 1.00E-4 = 1.00E-4
DuU-145 0.381 1.272 1.255 1301 1.257 0834 0675 98 103 98 51 33 1.12E-5 > 1.00E-4 = 1.00E-4
Breast Cancer
MCF7 0268 1547 1452 1355 1.219 048 0.361 93 85 74 18 7 2.71E-6 > 1.00E-4 > 1.00E-4
MDA-MB-231/ATCC 0480  1.150 1171 1.097 0983 0560 0.561 103 92 75 1" 1 2.43E-6 > 1.00E-4 > 1.00E-4
HS 578T 1.204 1.830 1814 1860 1.863 1.118 1.261 98 a2 a1 -7 g 2.61E-6 . > 1.00E-4
BT-548 0.840 1.463 1427 1528 1.611 1.337 0880 94 110 124 80 22 3.3E-5 = 1.00E-4 = 1.00E-4
T-47D 0624 1.623 1536 1.540 1.503 1.288 1.148 o1 g2 a8 56 52 > 1.00E-4 > 1.00E-4 > 1.00E-4
MDA-MB-468 0548  0.844 0811 0816 0888 0638 0526 89 ¢ 115 30 -4 5.82E-6 7.54E-5 > 1.00E-4




Complete Five Dose Assay data from NCI 60 cell lines for compound 11

Figure S13

£ [4 £ i ] 1] 14 ] 1] ] (4
L f f f s f ' s y . L L y
— T — &bl —— 7 abuey
811 £E1 980 ElRQ
(A1 R 9% (10 0 aw
< BoF-8N-YaW
< < QLb-1
< 6¥5-1d
< 1846 SH
< JOLWILES-AN-YaW
< LA0W
. Isauey Eeaxg
< Grl-Nna
< £-0d
. JSoueD IBE0ld
< Le-on
< Ql-AL
< DJTNS
< BF G- E6E IXY
< 126G LMY
< 92's- NHOY
< 0E'¥- BEPY
559 0-98.L
.n L - sze £-NONS
< - < [r— oo0E- < S3Y-YUAVADN
< = < — H2'6- B-HYIND
< o < frem— o0y < S-HYIND
— — LG FUYIAD
— £8'G- E-MYIND
< - B0°G- LAOHDI
5 PSS OTN RN RPN NN pr iy SR JBOUEBD) UELBAD
< . < - L0°G- TE-20%N
< - < o0y = LST-00NN
< . < Z5'%- S-TIN-NS
< . < ooy = B2 1INNS
< . < ooy- = CIFWAS
< < 0L'5- SEF-GN-YaW
< < o0y- < FLN
: > . oor- < WE-TIWNTYW
< < 9E'G- I %O
— 5.-8NS
wob < . < — 00p < 8L-8NS
G0b < L < = L' 685-45
0F- < 3 < — ooe < GEZ-4%
0P < L < — Lib- 89245
werees aees JBOUBD SND
00 < L < — 56 0Z9MAS
00F- < - < e B - A1y ]
00k < o < - ol BZLH
00p- < L < 005 51-LOH
00t < L < — Lb'G- 911-10H
00F- < - < = Y5 o SEGEC-00H
0p = L z - IS 50z 0100
JB3UBD) UOIOD
00h- < b < = £y ZZSHAON
00F- < | < - PS5 08FHAIN
0r = L p; | — Ly £ZHADN
M0 < L < — 8e's- 9ZZHADN
00t < L < & £LG- Z6-d0OH
00F- < — — L89G cedOH
0P < 3 < — e = pOrE]
00h- < L < — zh's- 20LY/EFEY
sefessassnssansnasarsansaranne Jaoues Bun B0 [EWS-Uop
00t < — R z55-
00F- = - < — LE'S-
00F- < = < - T4y
o0t < - < fe— 00y <
00 < a < L ¥0'G-
0537607 3 059 T

LL0Z ‘gL Jaquasaq: sleg 1saL

FARA

‘10 Aeniga4: s1eq yoday

LISNEZLLL: Al 'dX3

AZAD: 1dSS

TE|O: SHUn

LirFLEgs - a  OSN

sydeisy ueapy
weiboig sonnadesay | [ejuswdojaaa] SINNISU| J82UET) [BUOIEN




Five Dose Assay data graph from NCI 60 cell lines for compound 13

Figure S14
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Figure S15:  Complete Five Dose Assay data from NCI 60 cell lines for compound 13
National Cancer Institute Developmental Therapeutics Program
In-Vitro Testing Results

NSC: D-7682123/1 Experiment ID : 1112NS71 Test Type : 08 Units : Molar

Report Date : February 07, 2012 Test Date : December 12, 2011 QNS MC

COMI : CM3-112-5 (111402) Stain Reagent : SRB Dual-Pass Related SSPL : OY2v

Log10 Concentration
Time Mean Optical Densities Percent Growth

FanelfCell Line Zero  Ctrl -0 70 -60 -50 -40 -80 70 -60 50 -40 GIS0 TGl LC50
Leukemia
CCRF-CEM 0438 2083 2030 2052 1.821 0643 0398 a7 a8 84 12 -9 2.99E-6 3.74E-5 > 1.00E-4
HL-8(TB) 0860 2628 2434 2502 2537 1121 0480 89 a3 a5 15 -47 3.63E-6 1.74E-5 > 1.00E-4
K-562 0167 1390 1401 1230 1193 0200 0131 101 &7 a4 3 22 2.61E-6 1.28E-5 > 1.00E-4
MOLT-4 04561 1879 1785 1752 1652 0300 0.308 93 91 84 35 -4 1.93E-6 5.08E-6 > 1.00E-4
SR 0316 1.7 1.549 1.585 1.105 0.254 02335 &4 &6 93 -20 -26 1.12E-6 S.37E-6 = 1.00E-4
Mon-Small Cell Lung Cancer
AS4GIATCC 0314 1418 1392 1386 1207 0281 0.0M 98 a5 &1 -1 -78 2.17E-6 7.B5E-6 3.87E-5
EKVX 0576 1.239 1.201 1142 1.000 0471 0197 94 &5 64 -18 -66 1.48E-6 5.99E-6 4 B4E-5
HOP-62 0303 0691 0709 0670 0591 0233 0037 105 a5 74 -23  -g8 1.77E-6 5.77E-6 2.60E-5
HOP-92 09088 1.386 1374 1.347 1237 0.815 0239 o7 a0 G2 -18 -76 1.43E-6 6.04E-6 3.60E-5
MNCI-H226 0638 1272 1226 1191 1168 0422 0353 a3 ar 84 -34 -45 1.93E-6 5.15E-6 > 1.00E-4
NCI-H23 0861 2235 2117 2081 1.860 0482 0291 a1 89 73 -44 -G6 1.57TE-6 4.20E-6 1.86E-5
MCI-H480 0285 2290 2302 2215 1736 0182 0035 101 o6 72 -36 -88 1.61E-6 4.64E-6 1.85E-5
NCI-H522 0878 1392 1347 1380 1383 0274 0128 94 100 a9 -G0 -81 2.03E-6 4.20E-6 8.70E-6
Colon Cancer
COLO 205 0279 0955 0963 0935 0851 0.045 0024 101 a7 85 -84 -9 1.60E-6 3.17E-6 6.28E-6
HCC-2888 0591 1600 1583 1673 1482 0527 0.040 88 107 89 <11 -83 2. 47E-6 7.78E-6 2.98E-5
HCT-116 0219 1514 1484 1607 1196 0.195 0.025 98 107 75 -1 -89 1.97E-6 7.47E-6 3.18E-5
HCT-15 0292 1.807 1723 1803 1700 0291 0222 94 100 a3 - -24 2.BBE-6 9.92E-6 > 1.00E-4
HT29 0198 1114 11412 1135 1.081 0216 0.065 100 102 86 2 -G7 3.09E-G 1.07E-5 5.61E-5
KM12 0493 2032 2003 1962 1.891 0484 0130 98 a5 91 2 74 2.76E-6 9.53E-6 4.67E-5
SW-520 0244 1548 1511 1407 1076 0247 0054 a7 89 &4 . -78 1.85E-6 1.01E-5 4.40E-5
CNS Cancer
SF-288 0496 153 1483 1423 1358 0506 0228 95 40 83 1 -54 2.53E-6 1.04E-5 8.41E-5
SF-295 0819 2654 2568 2563 2060 0644 0207 95 a5 88 -21  -75 1.58E-6 5.75E-6 3.43E-5
SF-530 0895 1.677 1.628 1.578 1.572 0.585 0Q.000 95 a0 89 -16 -87 2.36E-6 T7.07E-6 3.02E-5
SMNBE-19 0650 1.873  1.820 1.825 1.743 0737 0557 96 96 89 T -14 3.01E-6 2.15E-5 > 1.00E-4
SNB-75 0735 1285 1188 1209 1206 0742 0049 82 86 86 1 -g3 2.65E-6 1.03E-5 3.48E-5
Melanoma
LOX IMVI 0255 1506 1480 1471 1218 0129 0077 98 a7 77 -48 -0 1.63E-6 4.06E-6 1.07E-5
MALME-3M 0588 1793 1778 1772 1.542 0681 0264 29 28 79 ] -39 2.56E-6 1.33E-5 8.29E-5
M14 0415  1.237 1264 1326 1.286 0202 0063 102 111 106 -51 -85 2.27E- 4.71E-6 9.79E-6
MDA-MB-435 0473 1925 1902 1903 1634 0387 0172 98 98 80 -18 -G4 2.02E-6 6.51E-6 5.00E-5
SK-MEL-2 0881 1601 1603 1669 1671 0780 0.166 100 108 108 8 -8 3.16E-6 8.33E-6 3.71E-5
SK-MEL-28 0507 1416 1437 1487 1457 0534 0033 102 108 105 3 -3 3.44E-6 1.07E-5 3.54E-5
SK-MEL-5 0523 2479 2373 2387 2365 0610 0.018 95 95 &9 4 -97 2.90E-6 1.11E-8 3.46E-5
UACC-257 0550 1136 1123 1153 1123 0427 0.017 98 103 a8 =22 -a7 2.50E-6 6.51E-6 2.35E-5
UACC-62 0579 1948 1881 1813 1738 0058 0.051 102 a7 B85-80 -9t 1.58E-6 3.06E-8 5.91E-8
Ovarian Cancer
IGROV1 0590 1.284 1.245 1251 12685 0532 0112 94 95 96 -10 -81 2.71E-6 8.06E-6 3.66E-5
OVCAR-3 0517 1310 1330 1314 1310 0395 0.0 102 101 100 -24 82 2.53E-6 6.43E-6 2.80E-5
OVCAR-4 0534 1141 1140 1123 1088 0544 0097 100 a7 a1 2 .82 2.BBE-6 1.04E-5 4.15E-5
OVCAR-5 0597 14563 1436 1530 1422 0551 0.186 08 110 96 -8 -89 2.78E-6 8.42E-6 4.91E-5
OVCAR-8 0417 1.651 1591 1600 1.340 0345 0124 95 96 75 -17 =70 1.86E-6 6.48E-6 4.14E-5
NCI/ADR-RES 0532 1678 1697 1716 1426 0488 0413 102 103 78 -8 -22 2.11E-G 8.00E-6 = 1.00E-4
SK-OV-3 0487 1113 1109 1082 1037 0459 0.100 99 92 88 -6 -80 2.54E-6 8.68E-6 3.98E-5
Renal Cancer
786-0 0834 2220 2217 2220 2203 0746 0053 100 101 a9 -1 -04 2.79E-6 8.01E-6 2.98E-5
Ad98 1307 1.744 1.669 1620 1.460 0484 0114 83 71 35 -G2 -41 3.86E-7 2.29E-6 7 48E-6
ACHN 0312 1277 1264 1288 0999 0297 017 98 101 71 -5 -63 1.90E-6 8.64E-6 6.07E-5
CAKI-1 06838 1.856  1.882 1.832 1.743 0482 0292 102 28 1 =23 -4 2.28E-6 6.28E-6 7.32E-3
RXF 203 0656 1.086 1083 1.080 1.051 0383 0044 a2 g2 g2 -45 -g3 2.03E-6 4.70E-6 1.28E-5
SN12C 0466 1816  1.809 1708 1.447 0472 0223 99 92 73 . =52 2.06E-6 1.02E-5 9.10E-5
TK-10 0738 12468 1250 1334 1447 0721 0.298 02 117 138 -2 -80 4.27E-6 9.62E-6 6.79E-5
Uo-31 0555 1719 1508 1464 1217 0474 0.103 82 78 57 15  -82 1.25E-6 6.24E-5 3.38E-5
Prostate Cancer
PC-3 0513 1913 1.891 1826 1684 0496 0363 98 94 a4 -3 -m 2.43E-6 9.14E-6 > 1.00E-4
DU-145 0381 1201 1222 1168 1.157 0328 0060 103 o5 95 14 -84 2.58E-6 7.44E-6 3.26E-5
Breast Cancer
MCF7 0268 1555 1401 129 1103 0305 0079 88 80 85 3 N 1.74E-6 1.08E-5 5.23E-5
MDA-MB-231/ATCC 0490 0995 0980 0953 0838 0440 0124 1] a2 88 10 -75 1.74E-6 7.44E-8 4.13E-5
HS 578T 1.204 1793 1791 1.780 1679 0917 0457 100 a8 a1 -24 -G2 1.96E-6 5.91E-6 4.84E-5
BT-549 0840 1393 1384 1470 1386 0793 0044 98 114 a9 -G -85 2.93E-6 8.84E-6 3.15E-5
T-470 0824 1643 1536 1486 1381 0665 0440 89 &5 74 4 -30 2.21E-6 1.31E-5 > 1.00E-4
MDA-MB-468 0549 0835 0817 0822 0772 0374 0074 94 a5 78 -32 87 1.79E-6 5.12E-6 2.14E-5




Complete Five Dose Assay data from NCI 60 cell lines for compound 13

Figure S16
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COMPARE Analysis data for compound 13 (Black Bars) in direct comparison
with SCH1473759 (NSC761691, Red Lines), an Aurora kinase inhibitor.

Developmental Therapeutics Program Mean Graph
Selected Data Vectors

=2e-SEED-me=
NSC:5762144 Endpt:GI50 Expld: AVGDATA hiConc:-4,0
t expts: 1

vectorld: 132258 count expt:

T, e
NSC:8761801 50 Expid:AVGDATA hiConc:-4.0
eciorts 35

11478 count expts: 2

correlation: 0.588
compareResultid: 6816807

Leukemia
CCRF-CEM -5.04 -8.00 =
MOLT-4 527 -7.33 —
RPMI-8226 582
SR -5.52 8.00 = |
Mon-SmallCellLung
AS49/ATCC -5.42 -7.28 —
EKVX -2.00 24—
HOP-62 -5.67 -7.38 S—
HOP-92 -5.12-7.82 =
NCI-H226 -5.38 7,98 =
NCI-H23 wrren C—
NCI-H322M 731
NCI-H460 -5.42-T.38 o—
NCI-H522 -4.33 7.84 —
Calon
COLO205 -5.11-8.00 =
HCC-2998 -4.71-7.43 =
HCT-116 5.41-7.90 ==
HCT-15 -5.00 -7.13 -
HT29 -5.16 744 =]
K12 420748 [
SW-620 -5.54 797 ———
CNS
SF-268 417742
SF-205 400733
SF-538 514 -7.78 =l
SNE-18 -4.00 B08—— —
SNE-75 -5.69 -7.97 ———m—|
U251 754 o
Melanoma
LOXIMVI -5.35 -7.90 —==
MALME-3M -4.00 8.18———]
M4 400738}
MDA-MB-435 -5.10-7.08 -/
SK-MEL-2 ELOE A e—
SK-MEL-28 -4.00 -5.85—
SK-MEL-5 -4.51-8.88 =
UACC-257 -4.00 6.21 ——
UACC-62 -5.07 7.4 ]
Ovarian
IGROV1 -5.09 -7.58 =
OVCAR-3 -5.63-7.32 ——1
OVCAR-4 -5.77 797 =m—
OVCAR-5 EXUE AL e—
OVCAR-8 -5.36 -7.38 =]
NCIADR-RES -4.00 -5.85———H
SK-OW-3 -5.25-7.63 =
Renal
786-0 -5.55-7.33 —
A4g8 430800 [—1—
ACHN -5.26 -T.51 E
CAK- -5.27 748 —
RXF393 -5.49-7.02 =1
SN12C 75 o
™10 728
uo-31 -5.57 187 — |
Prostate
PC-3 -5.01-7.88
DU-145 -4.95-7.08 -
Breast
MCF7 -5.57 -7.58 Sm—|
MDA-MB-231/ATCC -5.62-7.20 E—
HSE78T -5.58 -7.84
BT-549 448 T34
T-47D -4.00 -7.18
MDA-MB-468 524 7.1
summary
MG-MID -4.9+7.34
Delta 0.91.72 e
Range 1ms [ ——————1
1——_11
7 L] _|1_.‘2




