Supplementary Figures and Legends
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Figure S1. Shown is the flow cytometry gating strategy for sorting of ESA*/CD44%/CD24
breast CSCs. Flow cytometry was employed to sort breast CSCs from SUM159 and SUM149
human TNBC cell lines using a previously published protocol (1).
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Figure S2. C1572 selectively depletes SICs in human TNBC cells. A, The frequency of SICs
in residual MDA-MB-231 human TNBC cells following different doses of C1572 treatment is
presented as mean + SEM of three independent experiments. B, Human cord blood derived
hematopoietic stem/progenitor cells (HSPCs) were prepared as previously reported (3) and
treated with different doses of C1572. Cell viability was measured by MTS assays (4) at 24 h
after drug treatment. ** p< 0.01 vs. vehicle (DMSQO) control.
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Figure S3. C1572 reduces MYC protein levels in a dose-dependent fashion in human TNBC
cells. A, MYC expression levels were measured in various human TNBC cell lines using
Western blot analysis. B, C1572 reduces MYC protein levels in MDA-MB-231 cells. C, C1572
decreases MYC protein levels in Hs578T cells. D, SUM159 cells were dosed with C1572 (0.2
uM) for 6 h and then drug was removed. MYC protein levels were measured at different time
points after drug withdrawal using Western blot analysis. E, C1572 treatment shortens the half-

life of MYC protein.



Figure S4. C1572 is 100-fold more potent than JQL1 in inhibiting MYC. SUM159 cells were
treated with different doses of JQ1 or C1572 for 16 h. MY C expression levels after treatments
were determined by Western blotting.

Figure S5. C1572 is the only compound of a set of tested drugs that depletes MYC.
SUM159 cells were treated with C1572 (0.2 uM), Paclitaxel (0.1 uM), Topotecan (10 uM),
Etoposide (20 uM), Curcumin (20 uM), SN-38 (0.1 uM), AZD8055 (10 uM), and Cisplatin (50
uM). MY C expression levels were determined by Western blotting at 24 h after treatments.
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Annexin V

Figure S6. Effects of C1572 and Taxol on apoptosis in TNBC cells. SUM159 cells were
treated with C1572 (0.2 uM), JQ1 (10 uM) and Taxol (0.1 uM) for 24 h. Flow cytometry was
employed to measure apoptotic cells after Annexin V and Pl staining as described in methods.
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Figure S7. Treatment with C1572 has no significant impact on body weight in NSG mice.
To gain insight into the possible toxicity of C1572, mouse body weight was monitored during
drug treatment. Changes in body weight versus time (days) after tumor cell transplantation are
shown.
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