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[bookmark: _GoBack]Supplementary Figure S4. Pharmacological screens identify BCL-2 and IKKB inhibitor that specifically targets ENZ-resistant cell lines.
A. Schematic overview of the randomized plate setting.
B. Definition of the four subsets of drug effects.
C. Summary of results for the initial drug screen performed in 40CENZR and 30CENZR cell lines. Numbers of compound are indicated.
D. Scatter graph showing the IC50 values of 16DCRPC and the mean IC50 values of the three ENZ-resistant cell lines (IC50 MeanENZR) for the 138 compounds. ABT199 and IMD0354 are highlighted.
E. Summary of the top 10 compounds ranked by the IC50 ratio MeanENZR/16DCRPC.
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Term Conditions
Cytotoxic If viability at highest concentration < 30%
Inactive  If viability at highest concentration > 70%
J» Partial
L : : L=
Response Viability at highest concentration between 30 - 70%
. The difference in viability between the two highest
. Cytostatic concentration < 9%, assuming not cytotoxic
Measure cell viability
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24 compounds/plate
12 point titration (2.6nM - 10uM)

3OCENZR
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|C50 value IC50 Ratio
Name Target(s) 16DOC 34BENR 40CENER G0CENR Mean,,, /16D
ABT199 BCL-2 34.855 0.495 0.550 0.820 0.018
IMD0354 IKKB 0.688 0.200 0.293 0.236 0.364
ASC-081, APY81 IRE1 (IRE1a, ERN1) 1.322 1.228 0.271 0.490 0.501
GSK-650394 SGK1 (SGK), SGK2 9.263 4.721 5.135 5.028 0.536
Pl1-93, PIK-93 PI3Ka 0.088 0.026 0.071 0.051 0.562
Etoposide, EPEG, NK-171, NSC- DNA Topoisomerase Il Alpha 1.239 0.698 1.145 0.257 0.565

141540, VP-16, VP-16-213, Etopol, Inhibitor, DNA-Intercalating

Etosid, Lastet, Vepesid, Vepeside Drug

Vinblastine Sulfate, NSC-49842,  Antimitotic Drug, Tubulin Poly- 0.001 0.001 0.001 0.000 0.574
Velban, Exal, Velsar, Velbe, 29060- merization Inhibitor

LE, Vinca Alkaloids

PIK-294 PI3Ka 10.951 5.558 10.004 4.220 0.602

TC-H 106 Histone Deacetylase (HDAC) 5.968 4.618 2.848 4.235 0.654
Inhibitor

Melphalan, CDX-353, NSC-8806, DNA Alkylating Drug 4929 3.654 3.657 2.498 0.663

CB-3025, Alkeran




