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Table S1

CC-90003 CC-90003



Table S2



Treatment
Dose

(mg/kg)
Schedule

TGI 

(%)
AUC (ng∙hr/mL)

CC-90003

100 QD 77 3900

50 QD 70 1470

50 BID 93a ND

25 BID 65 788

12.5 BID 57 270

10 mice per group

AUC = area under the concentration-time curve; BID = twice daily; ND = not determined; QD = once daily; SD = standard deviation; TGI = tumor growth inhibition.
a Determined on Day 18, due to toxicity and termination of dosing.

Table S3



DCBA

Protein Target Peptidea Target Peptide 

Mass (Da)

CC-90003 Exact 

Mass

Theoretical Mass of

Modified Peptide (Da)

Observed Mass of 

Modified Peptide 

(Da)

MS2 

Confirmed 

Modified 

Residue

ERK1 182ICDFGLAR189 895.0745 458.17 1353.2445 1353.56 C183

ERK2 165ICDFGLAR172 895.0745 458.17 1353.2445 1352.71 C164

E F

G
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p21

pERK1/2

Dusp4

pRSK T359/S363

Total RSK

pS6RP S235/236

1  2   3  4  5   6   1   2   3  4  5   6          1   2   3   6 1   2   3   4   5        1   2   3   4   5          1   2   3   4    5

1. DMSO
2. CC-90003_1uM
3. CC-90003_0.1uM
4. GDC-0994_1uM
5. GDC-0994_0.1uM
6. Vemurafenib_1uM

Treatment Conditions: 

2hrs          6hrs             24hrs 2hrs               6hrs             24hrs

A375 HCT116

1. DMSO
2. CC-90003_3uM
3. CC-90003_0.3uM
4. GDC-0994_3uM
5. GDC-0994_0.3uM

Treatment Conditions: 

Figure S3
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Calu1 KRAS G12C NCI-H1755 BRAF p.G469A NCI-H2030  KRAS G12C

NCI-H2444 KRAS G12V NCI-441 KRAS G12V

Figure S4
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UniqName relIC50 absIC50

CXF280 0.1173 0.10536
PAXF2035 0.19563 0.20837
PAXF1986 0.31261 0.30336
PAXF1986 0.31261 0.30336
LXFL1674 0.42826 0.39325
PAXF2005 0.44555 0.43124
PAXF1997 0.52459 0.45774

LXFL1176 0.56882 0.58944
PAXF1998 0.57034 0.57897
PAXF1986 0.57952 0.50975
CXF243 0.58577 0.69814
PAXF2059 0.62138 0.56246
LXFL1176 0.69238 0.74486
PAXF1881 0.77728 0.67343

PAXF2046 0.78392 1.4798
LXFA983 0.80001 0.82438
CXF1103 0.87296 0.89091
PAXF1657 0.92306 0.82174
CXF260 1.08377 1.23233
PAXF2108 1.17654 1.07882
CXF2248 1.18385 1.26426

CXF2261 1.19151 1.30255
PAXF2045 1.2113 1.17247
CXF2068 1.21497 1.55919
CXF2129 1.26543 1.23642
LXFL625 1.26675 1.29375
CXF2073 1.28057 1.38576
PAXF1861 1.29319 1.33724

LXF1125 1.30654 1.43125
PAXF2051 1.31673 1.31004
PAXF2132 1.32217 1.33192
PAXF2082 1.32435 1.35066
CXF2029 1.32722 1.37063
PAXF1982 1.36756 1.2861
PAXF736 1.37226 1.38661

LXFA1848 1.38266 1.32124
PAXF1965 1.39278 1.54217
PAXF2053 1.39852 1.41988
PAXF2141 1.4067 1.45861
PAXF2124 1.40842 1.35086
PAXF1869 1.42723 1.43338
PAXF2030 1.43716 1.51184

PAXF1994 1.4492 1.39442
PAXF2131 1.45735 1.46067
PAXF1887 1.47179 1.36235
PAXF2277 1.47179 1.48466
CXF1086 1.47823 1.50501
CXF1034 1.48646 1.46367
LXFL1072 1.48825 1.66059

LXFA1041 1.50146 1.46305
LXFL2237 1.50321 1.61262
PAXF2064 1.51175 1.79494
CXF1297 1.51713 1.51266
PAXF2007 1.52096 1.56188
CXF2083 1.5525 1.4528
CXF1991 1.5753 1.55928

PAXF2011 1.57876 1.4592
PAXF2057 1.58623 1.60574
PAXF2146 1.58645 1.86798
LXFA1335 1.60265 1.58515
PAXF2076 1.6146 1.87019
CXF2452 1.64381 2.04205
LXFL2377 1.66582 1.57047

PAXF2116 1.66739 1.72232
LXFE1022 1.68477 1.7254
CXF647 1.68603 2.88224
LXFA2155 1.71731 1.80445
PAXF2175 1.72968 1.67433
PAXF2094 1.76149 1.94962
PAXF1912 1.84732 1.98284

CXF2327 1.89318 2.10606
LXFA592 1.90267 1.81567
PAXF2033 1.9064 2.03088
PAXF2121 1.91851 2.47548
CXF2281 1.95017 2.52641
CXF2128 2.04721 2.28063

CXF975 2.12933 3.22373
PAXF1872 2.26011 2.3512
CXF2032 2.31268 10
CXF676 2.66325 2.71774
CXF94 3.01655 3.33918
LXFA2250 3.24067 3.24913
LXFA2207 3.37838 4.3777

LXFA923 10 10
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Figure S7

Network 1 Network 2

Network 3 Network 4
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Figure S9
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Lung= Lung LXFA-983 PDAC= PAXF-2059 CRC=CXF-243

Figure S10Western Blot Quantification  (RDU=Relative Densitometry Units)
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Days after Randomization

Group Median ABWs over Time
LXFL 1674, Exp., Ind. Time 14 days

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

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

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

Figure S11
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Groups

Individual ATVs on Day 52
LXFL 1674

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 
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Groups

Individual ATVs on Day 41
LXFL 1674

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

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

Median

Figure S12
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