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BRAF Gl
cell line cancer type mutation | [uM)
MALMEIM Skin [Melxnoma] pNEO00E | 002
RL95Z Female GU p.P403fz | 002
514 Skin [Melxnoma] pN¥GIOE | 005
CoLOazy Skin [Melanoma) pNEOOE | 009
SKEMEL3 Skin [Melanoma) pNGOOE | 0,09
SHKMELZH Skin [Melanoma pNGIOE | Q09
SW1417 Large Intestine pVGIOE | 0.11
COLOZ0G Larze Infesbne pNEIOE | 012
H5595T Skin [Melanoma) pVGIOE | 013
C3iz Skin [Melanoma pNGIOE | 014

iCentral Merrous
DETRGOSMG | System p¥EO0O0E | 014
AZTS Skin [Melanoma) pNGIOE | 0.15
Al01D Skin [Melanoma) pVGIOE | 0.17
HTZ9 Large Intestne p.T1195 | 0.21
HTZ9 Large IntesHne pNGIOE | 0.21
SNLA Stomach pA4D0V | 023
RPMIT951 Skin [Melanoma) pVEOOE | 029
COLO201 Large Intestine pVGIOE | 0.31
SKMEL1 Skin [Melanoma) pNGIOE | 032
2GiaEL My=loma pEGOIN | 038
MDAME231 | Breast p.GdGdY | 050
ES2 Female GL pNGI0E | 0.54
RED Large Intestine pNGIOE | 062
AGT 3 Soft Tissue pVGIOE | 083
NCIHS04E Large Intestne p.GSSER | 0.94
Z2RV1 Prostate pL597TE | 100
iCentral Nervous
CCFSTTGA Syxtem p.R146Q | 1462
HEC1A Female GL pR&EZD | 1.71
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Treatment (rr?g;/fg) Schedule -(I;SO)I AUC (ng-hr/mL)
100 QD 77 3900
50 QD 70 1470
CC-90003 50 BID 932 ND
25 BID 65 788
12.5 BID S7 270

10 mice per group
AUC = area under the concentration-time curve; BID = twice daily; ND = not determined; QD = once daily; SD = standard deviation; TGl = tumor growth inhibition.
aDetermined on Day 18, due to toxicity and termination of dosing.
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——Group 1
Control Vehicle x 10 ml/kg/day po Day(s) 0-18
Control Vehicle b 10 ml/kg/day iv Day(s) 0,7,14

—@—Group 2
Celgene_CC-1B 50 mg/kg/day po Day(s) 0-27
Control Vehicle b 10 ml/kg/day iv Day(s) 0,7,14

—— Group 3
Control Vehicle x 10 ml/kg/day po Day(s) 0-27
Docetaxel 15 mg/kg/day iv Day(s) 0,7

—A—Group 4
Celgene_CC-1B 50 mg/kg/day po Day(s) 0-27
Docetaxel 15 mg/kg/day iv Day(s) 0,7

—&o—Group 5
Celgene_CC-1B 50 mg/kg/day po Day(s) 0-3,7-10,14-17,21-
24
Docetaxel 15 mg/kg/day iv Day(s) 5,12

—@— Group 6
Celgene_CC-1B 50 mg/kg/day po Day(s) 0-3,7-10,14-17,21-
26
Control Vehicle b 10 ml/kg/day iv Day(s) 5,12

CC-1B=CC-90003
Salt Formulation

Figure S11



Absolute Tumor Volume [mm3]

Absolute Tumor Volume [mm3]

2500

2000

1500

1000

500

3000

2500

2000

1500

1000

500

Individual ATVs on Day 41

B Group3

Groups

LXFL 1674
L 2
L 2
H
.I
0 **
B B
Groups
Individual ATVs on Day 52
LXFL 1674
|
[ |
|
A
A Aronchik, Ellen Filvaroff 7-15-16

Control Vehicle x 10 ml/kg/day po Day(s) 0-27
Docetaxel 15 mg/kg/day iv Day(s) 0,7

A Group4

Celgene_CC-1B 50 mg/kg/day po Day(s) 0-27
Docetaxel 15 mg/kg/day iv Day(s) 0,7

¢ Group5
Celgene_CC-1B 50 mg/kg/day po Day(s) 0-3,7-

10,14-17,21-24
Docetaxel 15 mg/kg/day iv Day(s) 5,12

Median

Group 3
Control Vehicle x 10 ml/kg/day po Day(s) 0-27
Docetaxel 15 mg/kg/day iv Day(s) 0,7

Group 4
Celgene_CC-1B 50 mg/kg/day po Day(s) 0-27
Docetaxel 15 mg/kg/day iv Day(s) 0,7

Median

CC-1B=CC-90003
Salt Formulation

Figure S12



Top Canonical Pathways

P2

Mame
Motch Signaling
Hurnan Embryenic Stem Cell Pluripotency

Role of NANOG in Mammalian Embryonic Stem Cell Pluripotency
Thl and Th2 Activation Pathway

Regulatien of the Epithelial-Mesenchymal Transition Pathway

Top Canonical Pathways

P3

Mame

Hurnan Embryenic Stem Cell Pluripotency

Role of NANOG in Mammalian Embryonic Stem Cell Pluripotency
Adipogenesis pathway

Netch Signaling

Basal Cell Carcinoma Signaling

Top Canonical Pathways

Mame

Metch Signaling

Basal Cell Carcinoma Signaling

Thl and Th2 Activation Pathway

Regulation of the Epithelial-Mesenchymal Transition Pathway

P4 Thl Pathway

P5

Top Canonical Pathways

Mame

Motch Signaling

Basal Cell Carcinoma Signaling

Regulaticn of the Epithelial-Mesenchymal Transition Pathway
PCP pathway

Melecular Mechanisms of Cancer

Top Canonical Pathways

MName

Metch Signaling

Regulatien of the Epithelial-Mesenchymal Transition Pathway
Basal Cell Carcinoma Signaling

Wt/B-catenin Signaling

Molecular Mechanisms of Cancer

p-value

211E-13
6.98E-11
1.02E-09
1.85E-08
2.15E-08

p-value

3.66E-08
1.34E-06
1.96E-06
237E-06
1.65E-05

p-value

2.77E-10
6.94E-07
8.62E-07
9.57E-07
8.58E-06

p-value

6.44E-14
6.82E-10
6.75E-09
262E-08
3.57E-08

p-value

6.40E-16
9.24E-12
1.51E-11
1.59E-10
3.82E-09

Overlap
184 % 7/38
5.6 % &/143
57 % 77122
38% 7/185
3.7 % 7/189

Overlap
35% 5143
33% 4122
30% 4/134
79% 338
4.2% 3772

Overlap
13.2% 5/38
56% 472
27 % 5/185
26 % 5/189
30% 4/135

Owverlap
184 % 7/38
83% 6/72
37% 7/189
79% 5/63
21% 8/374

Overlap
1% 8/38
48 % 9/189
97 % 117
47 % 8/169
24 % 9/374

3

e

-

Figure S13



