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Supplementary Figure 1. Statistical analysis for Figure 1C. Log-rank (Mantel-Cox) test, Gehan-
Breslow-Wilcoxon test, median survival, and hazard ratio, were performed to compare the no
alterations in all MCM2/3/4/6 (n=86) and gene amplification or mRNA upregulation in at least one of
the MCMs (MCM2/3/4/6) (n=29).
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Supplementary Figure 2. Protein levels of MCM4 and MCM5 in patient samples and patient
derived xenografts (PDX). Analysis of protein intensity of MCM4 and MCMS5 in localized prostate
cancer and CRPC/NEPC PDX TMAs is shown. P values comparing two groups were calculated
(medium versus low for MCM4 staining; high versus medium and low for MCMD5 staining) by z-score

test for two population proportions. Intensity of IHC staining was scored as negative, low, medium, and
high as shown. Scale bars represent 100 pm.
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Supplementary Figure 3. Protein levels of MCM6 and MCM?7 in patient samples and patient
derived xenografts (PDX). Analysis of protein levels of MCM6 and MCM?7 by IHC in localized
prostate cancer and CRPC/NEPC PDX TMAs. P values comparing two groups were calculated and
shown (high versus medium and low) by z-score test for two population proportions. Intensity of IHC

staining was scored as negative, low, medium, and high as depicted in the represented images. Scale
bars signify 100 pm.
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Supplementary Figure 4. Full western blot images. (A) Images used in Figure 4A. (B) Images
used in Figure 4B. (C) Images were used in Figure 5D.
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Supplementary Figure 5. Ciprofloxacin inhibits NEPC tumorsphere growth and invasion
ability in vitro. (A) Ciprofloxacin inhibits tumorsphere formation in 3D culture of TD-NEPC cells.
Scale bar = 100 microns. Number of spheres per well is plotted (right graph). (B) Matrigel drop 3D
invasion assay of TD-NEPC cells treated with ciprofloxacin (20 and 40 uM) or vehicle control.
Scale bar = 200 microns. (C) Ciprofloxacin dose not alter tumorsphere formation in 3D culture of
DU145 cells. Scale bar = 100 microns. Number of spheres per well is plotted (right graph). All
experiments were performed in technical triplicate and two independent biological replicates. Error
bars represent standard deviation. *p < 0.05, ***p < 0.001, and n.s. = not significant, determined by
Student’s t-test.
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Supplementary Figure 6. Ciprofloxacin suppresses expression of neuroendocrine markers and
has minimal measurable toxicity in vivo. (A) IHC staining for AR, CHGA, and SYP in TD-NEPC
tumor xenografts from Figure 6A. Scale bar represents 25 microns (upper panel) and 10 microns
(lower panel). (B and C) Plot of body weight of xenografted mice implanted with (Figure 6A) TD-
NEPC (tumor n = 7-9) or (Figure 6B) NCI-H660 (tumor n = 6-7) shown in Figure 6.



