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Supplemental Figure 1: Computation of Combination index (CI) with highest single agent (HAS) model using SiCoDEA. The graph represents the isobologram generated based on the MTT assay results for MCF-7 and MDA-MB-231 cells. Here, blue dots represent synergy, red dots represent antagonism, and black dots represent additivity. Dimensions of a dot are proportional to the strength of drug-drug interaction.
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Supplemental Figure 2: Computation of Combination index (CI) with highest single agent (HAS) model using SiCoDEA. The graph represents the isobologram generated based on the cell cycle and G2/M-checkpoint associated protein expression analysis results for MCF-7 and MDA-MB-231 cells. Left panel shows the CI for MCF-7 cells (top, middle and bottom) and right panel shows the CI for MDA-MB-231 cells (top, middle and bottom). Here, blue dots represent synergy, red dots represent antagonism, and black dots represent additivity. Dimensions of a dot are proportional to the strength of drug-drug interaction.
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Supplemental Figure 3: Computation of Combination index (CI) with highest single agent (HAS) model using SiCoDEA. The graph represents the isobologram generated based on the apoptosis and apoptosis-associated protein expression analysis results for MCF-7 and MDA-MB-231 cells. Left panel shows the CI for MCF-7 cells (top and bottom) and right panel shows the CI for MDA-MB-231 cells (top and bottom). Here, blue dots represent synergy, red dots represent antagonism, and black dots represent additivity. Dimensions of a dot are proportional to the strength of drug-drug interaction.
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Supplemental Figure 4: Computation of Combination index (CI) with highest single agent (HAS) model using SiCoDEA. The graph represents the isobologram generated based on the mammosphere and CD44+/CD24- stem cell population analysis results for MCF-7 and MDA-MB-231 cells. Left panel shows the CI for MCF-7 cells (top and bottom) and right panel shows the CI for MDA-MB-231 cells (top and bottom). Here, blue dots represent synergy, red dots represent antagonism, and black dots represent additivity. Dimensions of a dot are proportional to the strength of drug-drug interaction.
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Supplemental Figure 5: Computation of Combination index (CI) with highest single agent (HAS) model using SiCoDEA. The graph represents the isobologram generated based on the western blot analysis of Class I HDACs and de novo DNMTs as well as global HDAC/DNMT activity analysis results for MCF-7 and MDA-MB-231 cells. Left panel shows the CI for MCF-7 cells and right panel shows the CI for MDA-MB-231 cells. Here, blue dots represent synergy, red dots represent antagonism, and black dots represent additivity. Dimensions of a dot are proportional to the strength of drug-drug interaction.
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[bookmark: _Hlk160818895]Supplemental Figure 6: Densitometric analysis of DNMT3B and HDAC8 expression after siRNA mediated knockdown in MCF-7 (left) and MDA-MB-231 (right) cells. The western blot image of DNMT3B and HDAC8 expression in MCF-7 (left) and MDA-MB-231 (right) cells are shown in the top panel. The graph represents β-actin normalized band Intensity calculated with ImageJ on the images acquired after western blotting of pooled samples (n=4). Here, HDAC8 KD indicates HDAC8 knockdown, DNMT3B KD indicates DNMT3B knockdown.
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Supplemental Figure 7: PEITC + WA treatment alters miRNA expression profile of MCF-7 and MDA-MB-231 BC cells.  (A) Quality control reports for the raw sequence data. All raw data files were assessed for the quality using miRTrace. The left panel shows PHRED score distribution, middle panel shows quality control statistics and right panel shows contamination status of the samples. Here, 2 indicates samples for MDA-MB-231 cells while 7 indicates samples from MCF-7 cells. D indicates cells treated with DMSO while T indicates cell treated with PEITC + WA. As indicated by these graphs, the samples have no non-prime contamination and are of good quality. (B) Principal component analysis (PCA) plot shows the distribution of the control and treatment (combinatorial group). The left panel shows the PCA plot for MCF-7 cells and the right panel shows the PCA plot for MDA-MB-231 cells. In both plots, first two components (i.e., PC1 & PC2) separated the control (blue dots) samples form treatment (red dots) samples (C) Hierarchical clustering depicts the relationships among the samples. The left panel shows the cluster dendrogram for MCF-7 cells and the right panel shows the cluster dendrogram for MDA-MB-231 cells. Here, DM indicates DMOS-treated control group samples while PW indicated PEITC + WA treated test group samples. As indicated, control samples and treatment samples are well separated in relation to each other in both of MCF-7 and MDA-MB-231 cells. (D) Diagnostics plot for assessing the fit of the data to the DESeq2 model. The left panel shows the diagnostic plot for MCF-7 cells while the right panel shows the diagnostic plot for MDA-MB-231 cells. A curve is fitted to the dispersion estimates for each gene. The data points scattered around the curve with decrease in dispersion as the mean expression level increases.   
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Supplemental Figure 8: Differential miRNA expression profile of MCF-7 and MDA-MB-231 BC cells due to PEITC + WA treatment.  (A) The volcano plot shows distribution of DE miRNAs in MCF-7 cell as a result combinatorial PEITC + WA treatment. Here, gray dots indicate miRNAs that were not significantly expressed, blue dots represent downregulated miRNAs and red dots indicate upregulated miRNAs [Benjamini–Hochberg FDR< 0.05 and |log2(fold-change) | > 1). (B) Bar plot shows top 5 enriched GO terms of DE miRNAs in MCF-7 cells due to combinatorial PEITC + WA treatment. Vertical axis shows GO terms in cellular component (CC), molecular function (MF) and biological process (BP) category. The horizontal axis shows the number of genes enriched in the items. Bar color is associated with the P-value. (C) The volcano plot shows distribution of DE miRNAs in MDA-MB-231 cells as a result combinatorial PEITC + WA treatment. Here, gray dots indicate miRNAs that were not significantly expressed, blue dots represent downregulated miRNAs and red dots indicate upregulated miRNAs [Benjamini–Hochberg FDR< 0.05 and |log2(fold-change) | > 1). (D) Bar plot shows top 5 enriched GO terms of DE miRNAs in MDA-MB-231 cells due to combinatorial PEITC + WA treatment. Vertical axis shows GO terms in cellular component (CC), molecular function (MF) and biological process (BP) category. The horizontal axis shows the number of genes enriched in the items. Bar color is associated with the P-value.

Supplemental Table 1
Table 1: List of primers used for quantitative PCR*.

	Gene
	Forward Primer (FP)
	Reverse Primer (RP)

	Application: RT-qPCR for DNMT3B and HDAC8 expression analysis

	DNMT3B
	AAACCCAACAACACGCAAC
	TTCTCGGCTCTGATCTTCATC

	HDAC8
	TCGCTGGTCCCGGTTTATATC
	TACTGGCCCGTTTGGGGAT

	GAPDH
	ACATCGCTCAGACACCATG
	TGTAGTTGAGGTCAATGAAGGG

	Application: Real time PCR for miRNA expression analysis

	U6 snRNA
	CTCGCTTCGGCAGCACA
	AACGCTTCACGAATTTGCGT

	miR-1246
	CTTGAATGGATTTTTGGAGCAGG
	Universal RP from manufacturer

	miR-382
	AAGAGAAGTTGTTCGTGGTGGATTC
	Universal RP from manufacturer

	miR-192
	CAGGGCTCTGACCTATGAATTG
	Universal RP from manufacturer

	miR-4454
	CCGGATCCGAGTCACGGC
	Universal RP from manufacturer


‘*’ all sequences are 5' to 3'.






Supplemental Table 2
Table 2: A full list of differentially expressed miRNAs in MCF-7 cells due to PEITC + WA treatment.
	MiR ID
	log2FoldChange
	p value
	padj
	FC
	Direction

	hsa-let-7a-1
	0.245879
	0.008665
	0.035966
	1.185815
	ns

	hsa-let-7a-2
	0.248349
	0.008157
	0.035312
	1.187847
	ns

	hsa-let-7a-3
	0.246414
	0.008527
	0.035966
	1.186255
	ns

	hsa-let-7b
	0.411477
	1.41E-05
	0.000161
	1.330047
	ns

	hsa-let-7f-1
	0.235299
	0.011322
	0.043024
	1.177151
	ns

	hsa-let-7f-2
	0.235716
	0.011121
	0.043024
	1.177491
	ns

	hsa-mir-10396a
	-1.07866
	0.005292
	0.025491
	0.473467
	down

	hsa-mir-10396b
	-1.03922
	0.005517
	0.026204
	0.48659
	down

	hsa-mir-107
	0.412968
	6.50E-05
	0.000585
	1.331422
	ns

	hsa-mir-12135
	1.412427
	2.30E-06
	3.94E-05
	2.661845
	up

	hsa-mir-12136
	2.108419
	1.12E-09
	4.78E-08
	4.312186
	up

	hsa-mir-1246
	4.552911
	3.35E-26
	7.72E-24
	23.47268
	up

	hsa-mir-126
	0.540097
	1.12E-06
	2.02E-05
	1.454071
	ns

	hsa-mir-1260a
	0.795291
	4.04E-05
	0.000395
	1.735428
	ns

	hsa-mir-1260b
	0.799355
	5.94E-05
	0.000549
	1.740322
	ns

	hsa-mir-1290
	3.742619
	6.27E-09
	1.91E-07
	13.38568
	up

	hsa-mir-1307
	-0.47529
	0.000354
	0.002687
	0.719321
	ns

	hsa-mir-140
	0.438964
	0.001604
	0.008996
	1.355631
	ns

	hsa-mir-141
	0.455644
	0.000134
	0.001174
	1.371395
	ns

	hsa-mir-146b
	0.727943
	4.67E-06
	6.94E-05
	1.656276
	ns

	hsa-mir-152
	1.121004
	1.76E-19
	2.00E-17
	2.174983
	up

	hsa-mir-15b
	-0.57526
	2.29E-05
	0.000245
	0.671164
	ns

	hsa-mir-17
	-0.8576
	4.66E-05
	0.000443
	0.551871
	ns

	hsa-mir-181a-1
	0.700459
	2.71E-08
	7.13E-07
	1.625021
	ns

	hsa-mir-181a-2
	0.81125
	5.08E-11
	2.48E-09
	1.754732
	ns

	hsa-mir-181b-1
	0.443889
	0.001542
	0.008789
	1.360266
	ns

	hsa-mir-181b-2
	0.437855
	0.001199
	0.007594
	1.354589
	ns

	hsa-mir-18a
	-1.03143
	1.62E-05
	0.000179
	0.489223
	down

	hsa-mir-190a
	-0.56875
	0.001492
	0.008789
	0.674202
	ns

	hsa-mir-192
	0.611268
	4.67E-07
	9.40E-06
	1.527602
	ns

	hsa-mir-194-1
	0.5215
	0.001752
	0.009663
	1.435447
	ns

	hsa-mir-200b
	0.341324
	0.001462
	0.00877
	1.266919
	ns

	hsa-mir-200c
	0.270429
	0.005977
	0.027626
	1.206167
	ns

	hsa-mir-20a
	-0.75873
	2.03E-09
	7.70E-08
	0.591016
	ns

	hsa-mir-210
	0.809094
	6.89E-06
	8.73E-05
	1.752111
	ns

	hsa-mir-218-1
	-1.62176
	5.45E-06
	7.76E-05
	0.324939
	down

	hsa-mir-218-2
	-1.61386
	6.51E-06
	8.56E-05
	0.326722
	down

	hsa-mir-22
	1.170113
	6.36E-18
	5.44E-16
	2.250293
	up

	hsa-mir-222
	1.212504
	0.008834
	0.035966
	2.317395
	up

	hsa-mir-23a
	0.684104
	3.78E-09
	1.29E-07
	1.606704
	ns

	hsa-mir-25
	-0.25954
	0.006459
	0.029452
	0.835353
	ns

	hsa-mir-26a-1
	0.417471
	2.49E-05
	0.000254
	1.335585
	ns

	hsa-mir-26a-2
	0.417609
	2.53E-05
	0.000254
	1.335712
	ns

	hsa-mir-27a
	0.658436
	1.20E-05
	0.000141
	1.578371
	ns

	hsa-mir-28
	0.798023
	6.69E-09
	1.91E-07
	1.738717
	ns

	hsa-mir-296
	-0.89705
	3.75E-06
	6.10E-05
	0.536983
	ns

	hsa-mir-29a
	1.09073
	4.51E-26
	7.72E-24
	2.129817
	up

	hsa-mir-29b-1
	0.536696
	0.002399
	0.012433
	1.450647
	ns

	hsa-mir-29b-2
	0.535998
	0.002437
	0.012441
	1.449945
	ns

	hsa-mir-3065
	0.622573
	4.33E-06
	6.73E-05
	1.539619
	ns

	hsa-mir-30d
	0.46584
	0.000146
	0.001244
	1.381122
	ns

	hsa-mir-320d-1
	0.871783
	0.002215
	0.011836
	1.829923
	ns

	hsa-mir-320d-2
	0.887026
	0.002384
	0.012433
	1.849359
	ns

	hsa-mir-339
	-0.69202
	2.82E-07
	6.03E-06
	0.618988
	ns

	hsa-mir-342
	-0.46614
	0.000171
	0.001428
	0.723897
	ns

	hsa-mir-345
	-0.54431
	0.000919
	0.006042
	0.685717
	ns

	hsa-mir-34a
	0.471458
	8.45E-06
	0.000103
	1.38651
	ns

	hsa-mir-3613
	0.457506
	0.009621
	0.03871
	1.373166
	ns

	hsa-mir-376a-1
	-1.8366
	0.008591
	0.035966
	0.279982
	down

	hsa-mir-376a-2
	-1.74732
	0.010979
	0.043024
	0.297855
	down

	hsa-mir-376c
	-1.96663
	0.007081
	0.031046
	0.25585
	down

	hsa-mir-378a
	0.498402
	0.000184
	0.001467
	1.412648
	ns

	hsa-mir-378c
	0.864531
	0.000224
	0.001739
	1.820748
	ns

	hsa-mir-382
	-3.39581
	0.001051
	0.006783
	0.095008
	down

	hsa-mir-3929
	0.99092
	0.002052
	0.011137
	1.987452
	ns

	hsa-mir-3960
	2.201822
	8.82E-07
	1.68E-05
	4.600599
	up

	hsa-mir-425
	0.384523
	0.001443
	0.00877
	1.305428
	ns

	hsa-mir-4449
	1.583893
	2.44E-16
	1.67E-14
	2.997777
	up

	hsa-mir-4454
	-1.47629
	1.26E-07
	3.07E-06
	0.359411
	down

	hsa-mir-4485
	5.368257
	6.40E-06
	8.56E-05
	41.30535
	up

	hsa-mir-4521
	-0.95834
	1.39E-07
	3.18E-06
	0.514649
	ns

	hsa-mir-454
	-0.34023
	0.000681
	0.004755
	0.789915
	ns

	hsa-mir-494
	-2.15288
	0.006929
	0.030777
	0.224863
	down

	hsa-mir-497
	-0.6796
	0.000382
	0.002843
	0.624339
	ns

	hsa-mir-545
	-0.86426
	0.008807
	0.035966
	0.549328
	ns

	hsa-mir-548ad
	1.253944
	0.003697
	0.018326
	2.384925
	up

	hsa-mir-576
	0.864974
	0.003228
	0.016234
	1.821307
	ns

	hsa-mir-590
	-0.50882
	0.00153
	0.008789
	0.702799
	ns

	hsa-mir-615
	-1.75561
	0.000869
	0.005827
	0.296147
	down

	hsa-mir-620
	-2.44104
	0.00478
	0.023352
	0.184151
	down

	hsa-mir-625
	0.376066
	0.006734
	0.030304
	1.297798
	ns

	hsa-mir-652
	-1.09026
	0.000178
	0.001446
	0.469678
	down

	hsa-mir-663a
	-1.10534
	0.000437
	0.003178
	0.464793
	down

	hsa-mir-663b
	-1.68671
	0.000451
	0.003217
	0.310635
	down

	hsa-mir-877
	-1.16066
	0.011244
	0.043024
	0.447307
	down

	hsa-mir-93
	-0.64175
	3.04E-11
	1.73E-09
	0.640933
	ns

	hsa-mir-96
	0.339556
	0.005681
	0.026616
	1.265367
	ns

	hsa-mir-98
	-0.32164
	0.010478
	0.04167
	0.800162
	ns

	hsa-mir-99a
	-1.0116
	0.00071
	0.004857
	0.495997
	down

	hsa-mir-99b
	-0.40961
	0.001455
	0.00877
	0.752827
	ns
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Supplemental Table 3: A full list of differentially expressed miRNAs in MDA-MB-231 cells due to PEITC + WA treatment.
	MiR ID
	log2FoldChange
	p value
	padj
	FC
	Direction

	hsa-let-7b
	-0.40769
	1.44E-33
	3.35E-32
	0.75383
	ns

	hsa-let-7c
	-0.21271
	0.001845
	0.006631
	0.862913
	ns

	hsa-let-7d
	0.199689
	7.31E-10
	4.55E-09
	1.148451
	ns

	hsa-let-7e
	-0.5049
	2.64E-73
	1.17E-71
	0.704707
	ns

	hsa-let-7i
	-0.38901
	6.55E-40
	1.70E-38
	0.763653
	ns

	hsa-mir-101-1
	-0.23463
	2.73E-11
	1.95E-10
	0.849901
	ns

	hsa-mir-101-2
	-0.22954
	5.23E-11
	3.53E-10
	0.852905
	ns

	hsa-mir-107
	0.147269
	4.07E-05
	0.000171
	1.107471
	ns

	hsa-mir-10a
	-0.61953
	2.80E-33
	6.20E-32
	0.650884
	ns

	hsa-mir-12135
	0.769083
	4.29E-20
	5.12E-19
	1.704186
	ns

	hsa-mir-12136
	0.708946
	1.34E-06
	6.74E-06
	1.634609
	ns

	hsa-mir-1246
	1.484427
	2.99E-11
	2.10E-10
	2.79806
	up

	hsa-mir-125a
	-0.50538
	1.17E-60
	4.29E-59
	0.704477
	ns

	hsa-mir-125b-1
	-0.06872
	0.007903
	0.022981
	0.953483
	ns

	hsa-mir-125b-2
	-0.06848
	0.008043
	0.023237
	0.95364
	ns

	hsa-mir-126
	0.412746
	7.04E-29
	1.07E-27
	1.331217
	ns

	hsa-mir-1260a
	-0.98407
	2.33E-19
	2.64E-18
	0.505551
	ns

	hsa-mir-1260b
	-0.91647
	3.63E-17
	3.64E-16
	0.529805
	ns

	hsa-mir-1268a
	-0.73569
	0.001042
	0.003903
	0.600532
	ns

	hsa-mir-1268b
	-0.83442
	0.000322
	0.001249
	0.560809
	ns

	hsa-mir-1270
	0.821667
	1.17E-05
	5.24E-05
	1.767447
	ns

	hsa-mir-128-1
	0.316689
	1.44E-13
	1.15E-12
	1.245469
	ns

	hsa-mir-128-2
	0.309268
	2.59E-12
	1.97E-11
	1.239079
	ns

	hsa-mir-129-1
	2.283227
	0.003584
	0.011562
	4.867655
	up

	hsa-mir-129-2
	1.886323
	0.009849
	0.028085
	3.696919
	up

	hsa-mir-1290
	0.929611
	0.006306
	0.018582
	1.904762
	ns

	hsa-mir-1296
	0.540708
	9.12E-05
	0.000373
	1.454687
	ns

	hsa-mir-1304
	1.009196
	1.08E-06
	5.54E-06
	2.012789
	up

	hsa-mir-1307
	-0.14453
	0.001799
	0.006518
	0.904673
	ns

	hsa-mir-130a
	-0.22187
	1.34E-07
	7.71E-07
	0.857451
	ns

	hsa-mir-130b
	-0.69721
	1.58E-29
	2.50E-28
	0.616766
	ns

	hsa-mir-135b
	-0.40177
	0.000106
	0.000432
	0.756932
	ns

	hsa-mir-138-1
	0.319459
	4.76E-31
	9.15E-30
	1.247863
	ns

	hsa-mir-138-2
	0.359231
	5.19E-33
	1.09E-31
	1.282742
	ns

	hsa-mir-142
	-0.40324
	0.000127
	0.000512
	0.756159
	ns

	hsa-mir-146a
	-1.39904
	0
	0
	0.379181
	down

	hsa-mir-146b
	-0.84548
	5.27E-11
	3.53E-10
	0.556527
	ns

	hsa-mir-147b
	-0.76794
	1.66E-11
	1.22E-10
	0.587255
	ns

	hsa-mir-148a
	-0.76087
	1.30E-13
	1.08E-12
	0.590141
	ns

	hsa-mir-149
	0.707288
	6.62E-11
	4.34E-10
	1.632731
	ns

	hsa-mir-15a
	-0.24338
	1.48E-10
	9.32E-10
	0.844762
	ns

	hsa-mir-15b
	-0.27063
	4.19E-14
	3.63E-13
	0.828957
	ns

	hsa-mir-16-1
	-0.18376
	6.67E-11
	4.34E-10
	0.880403
	ns

	hsa-mir-16-2
	-0.1868
	3.26E-11
	2.25E-10
	0.878553
	ns

	hsa-mir-182
	0.199626
	2.90E-05
	0.000126
	1.148401
	ns

	hsa-mir-183
	0.165416
	0.00216
	0.007698
	1.12149
	ns

	hsa-mir-185
	0.253133
	2.15E-06
	1.06E-05
	1.191792
	ns

	hsa-mir-191
	0.147885
	1.89E-06
	9.39E-06
	1.107944
	ns

	hsa-mir-192
	1.317752
	3.65E-95
	2.69E-93
	2.492773
	up

	hsa-mir-193a
	-1.00103
	0.00021
	0.000821
	0.499642
	down

	hsa-mir-194-1
	1.233415
	6.69E-27
	9.55E-26
	2.351229
	up

	hsa-mir-194-2
	1.194021
	1.01E-41
	2.80E-40
	2.287896
	up

	hsa-mir-195
	-0.62669
	0.005269
	0.016061
	0.647663
	ns

	hsa-mir-19a
	0.122213
	0.003503
	0.01147
	1.088403
	ns

	hsa-mir-200a
	-0.43332
	5.56E-17
	5.46E-16
	0.740556
	ns

	hsa-mir-200b
	-0.32188
	0.000192
	0.000757
	0.800029
	ns

	hsa-mir-210
	-1.02239
	2.13E-92
	1.18E-90
	0.4923
	down

	hsa-mir-2110
	-0.82259
	0.00627
	0.018582
	0.565427
	ns

	hsa-mir-218-1
	0.292971
	3.42E-06
	1.66E-05
	1.225161
	ns

	hsa-mir-218-2
	0.291354
	3.89E-06
	1.87E-05
	1.223789
	ns

	hsa-mir-219a-1
	0.828996
	0.000513
	0.001938
	1.776449
	ns

	hsa-mir-22
	0.42556
	7.15E-42
	2.11E-40
	1.343093
	ns

	hsa-mir-221
	0.108192
	9.20E-06
	4.23E-05
	1.077876
	ns

	hsa-mir-222
	0.232849
	3.56E-16
	3.27E-15
	1.175153
	ns

	hsa-mir-224
	-0.15972
	6.91E-06
	3.22E-05
	0.8952
	ns

	hsa-mir-23a
	0.200957
	1.07E-13
	9.06E-13
	1.14946
	ns

	hsa-mir-23b
	-0.4182
	1.62E-31
	3.25E-30
	0.74836
	ns

	hsa-mir-26a-1
	-0.47851
	1.61E-61
	6.49E-60
	0.717718
	ns

	hsa-mir-26a-2
	-0.47327
	1.28E-60
	4.37E-59
	0.720329
	ns

	hsa-mir-26b
	-0.42289
	3.70E-38
	9.09E-37
	0.745929
	ns

	hsa-mir-27a
	0.251279
	3.85E-19
	4.26E-18
	1.190262
	ns

	hsa-mir-27b
	-0.54151
	5.30E-74
	2.60E-72
	0.687053
	ns

	hsa-mir-28
	-0.15156
	0.004644
	0.014558
	0.900274
	ns

	hsa-mir-29a
	0.33428
	2.71E-26
	3.74E-25
	1.260748
	ns

	hsa-mir-29b-1
	0.374695
	1.28E-30
	2.26E-29
	1.296565
	ns

	hsa-mir-29b-2
	0.373317
	3.44E-30
	5.85E-29
	1.295328
	ns

	hsa-mir-29c
	-0.35121
	5.69E-22
	7.40E-21
	0.783925
	ns

	hsa-mir-301b
	-0.56078
	0.004806
	0.01496
	0.677938
	ns

	hsa-mir-3065
	1.362894
	2.91E-22
	3.90E-21
	2.572006
	up

	hsa-mir-30a
	0.140493
	2.01E-08
	1.20E-07
	1.102282
	ns

	hsa-mir-30e
	-0.38463
	4.90E-30
	8.02E-29
	0.765974
	ns

	hsa-mir-32
	-0.39008
	8.57E-15
	7.73E-14
	0.763085
	ns

	hsa-mir-320b-1
	0.892248
	1.30E-19
	1.52E-18
	1.856067
	ns

	hsa-mir-320b-2
	0.87527
	8.18E-19
	8.82E-18
	1.834352
	ns

	hsa-mir-320c-1
	0.946407
	4.02E-21
	5.08E-20
	1.927067
	ns

	hsa-mir-320c-2
	0.940005
	6.36E-21
	7.81E-20
	1.918535
	ns

	hsa-mir-320d-1
	0.97241
	2.54E-16
	2.39E-15
	1.962116
	ns

	hsa-mir-320d-2
	0.989725
	2.39E-16
	2.30E-15
	1.985806
	ns

	hsa-mir-326
	-1.14916
	6.52E-06
	3.07E-05
	0.450888
	down

	hsa-mir-330
	-0.28575
	0.012038
	0.033677
	0.820313
	ns

	hsa-mir-331
	-0.24845
	0.005246
	0.016061
	0.8418
	ns

	hsa-mir-335
	-0.37405
	9.62E-12
	7.21E-11
	0.771615
	ns

	hsa-mir-339
	0.168979
	0.000362
	0.001391
	1.124263
	ns

	hsa-mir-340
	-0.2561
	0.000187
	0.000746
	0.837348
	ns

	hsa-mir-342
	-0.33143
	4.03E-05
	0.000171
	0.794748
	ns

	hsa-mir-345
	-0.41885
	1.26E-06
	6.39E-06
	0.748023
	ns

	hsa-mir-34a
	-1.76565
	2.89E-200
	6.38E-198
	0.294095
	down

	hsa-mir-34b
	-0.62241
	9.13E-11
	5.85E-10
	0.649584
	ns

	hsa-mir-34c
	-0.53348
	1.68E-17
	1.72E-16
	0.690888
	ns

	hsa-mir-361
	-0.12151
	0.004151
	0.013296
	0.919225
	ns

	hsa-mir-365a
	-0.20228
	0.002425
	0.008375
	0.869173
	ns

	hsa-mir-365b
	-0.20821
	0.001776
	0.006487
	0.865612
	ns

	hsa-mir-3691
	3.256314
	0.002233
	0.007896
	9.555385
	up

	hsa-mir-423
	-0.26948
	2.22E-07
	1.18E-06
	0.829618
	ns

	hsa-mir-424
	-0.16829
	0.000407
	0.00155
	0.889896
	ns

	hsa-mir-425
	0.328465
	1.43E-17
	1.50E-16
	1.255676
	ns

	hsa-mir-4286
	-0.78161
	0.003352
	0.011057
	0.581718
	ns

	hsa-mir-429
	-0.33345
	7.22E-05
	0.000298
	0.793639
	ns

	hsa-mir-4326
	0.853813
	1.26E-07
	7.32E-07
	1.807271
	ns

	hsa-mir-4454
	-1.9818
	5.75E-31
	1.06E-29
	0.253174
	down

	hsa-mir-452
	-0.4855
	3.59E-07
	1.89E-06
	0.714248
	ns

	hsa-mir-454
	-0.16686
	2.21E-05
	9.68E-05
	0.890777
	ns

	hsa-mir-455
	-0.2638
	0.00353
	0.011472
	0.832889
	ns

	hsa-mir-486-1
	-0.42583
	0.00664
	0.019436
	0.744408
	ns

	hsa-mir-486-2
	-0.42786
	0.006234
	0.018582
	0.743364
	ns

	hsa-mir-497
	-1.0898
	5.67E-06
	2.69E-05
	0.469826
	down

	hsa-mir-503
	-0.23162
	4.23E-05
	0.000177
	0.851681
	ns

	hsa-mir-516a-1
	-0.97226
	0.002969
	0.010019
	0.509706
	ns

	hsa-mir-516a-2
	-0.97226
	0.002969
	0.010019
	0.509706
	ns

	hsa-mir-532
	-0.18751
	0.014545
	0.040287
	0.878118
	ns

	hsa-mir-548a-1
	0.638987
	0.003219
	0.010697
	1.557236
	ns

	hsa-mir-548a-2
	0.658616
	0.002398
	0.008345
	1.578568
	ns

	hsa-mir-548a-3
	0.6942
	0.001285
	0.004774
	1.617987
	ns

	hsa-mir-548h-3
	0.968523
	0.009092
	0.026097
	1.956836
	ns

	hsa-mir-550a-1
	1.172708
	0.005787
	0.017401
	2.254345
	up

	hsa-mir-550a-2
	1.172708
	0.005787
	0.017401
	2.254345
	up

	hsa-mir-550a-3
	1.06309
	0.014583
	0.040287
	2.089402
	up

	hsa-mir-551b
	-0.62811
	3.76E-05
	0.000161
	0.647025
	ns

	hsa-mir-561
	1.312874
	1.21E-08
	7.34E-08
	2.48436
	up

	hsa-mir-574
	-0.71642
	7.96E-46
	2.51E-44
	0.608606
	ns

	hsa-mir-576
	0.84769
	3.18E-09
	1.95E-08
	1.799617
	ns

	hsa-mir-579
	1.467884
	0.0045
	0.014208
	2.766159
	up

	hsa-mir-584
	-0.8635
	8.07E-28
	1.19E-26
	0.549619
	ns

	hsa-mir-598
	-0.29539
	0.001683
	0.0062
	0.814851
	ns

	hsa-mir-625
	0.334419
	2.67E-08
	1.58E-07
	1.26087
	ns

	hsa-mir-653
	-1.17885
	0.002352
	0.008251
	0.441703
	down

	hsa-mir-660
	-0.20236
	0.004398
	0.013984
	0.869128
	ns

	hsa-mir-7-1
	0.852997
	7.83E-131
	7.15E-129
	1.806249
	ns

	hsa-mir-7-2
	0.874846
	8.08E-131
	7.15E-129
	1.833812
	ns

	hsa-mir-7-3
	0.877024
	3.95E-131
	5.82E-129
	1.836583
	ns

	hsa-mir-7110
	-1.34684
	0.011446
	0.032222
	0.393153
	down

	hsa-mir-744
	0.212118
	0.005141
	0.01589
	1.158387
	ns

	hsa-mir-7977
	-0.57924
	1.00E-05
	4.55E-05
	0.669318
	ns

	hsa-mir-9-1
	-0.77142
	1.46E-13
	1.15E-12
	0.585842
	ns

	hsa-mir-9-2
	-0.76787
	1.46E-13
	1.15E-12
	0.587283
	ns

	hsa-mir-9-3
	-0.76864
	1.89E-13
	1.47E-12
	0.586969
	ns

	hsa-mir-92a-1
	0.097228
	0.003072
	0.010285
	1.069716
	ns

	hsa-mir-92a-2
	0.098818
	0.002622
	0.008984
	1.070896
	ns

	hsa-mir-93
	-0.19888
	2.62E-11
	1.90E-10
	0.871229
	ns

	hsa-mir-941-1
	0.428585
	1.80E-07
	1.02E-06
	1.345913
	ns

	hsa-mir-941-2
	0.428208
	1.90E-07
	1.03E-06
	1.345561
	ns

	hsa-mir-941-3
	0.428208
	1.90E-07
	1.03E-06
	1.345561
	ns

	hsa-mir-941-4
	0.428208
	1.90E-07
	1.03E-06
	1.345561
	ns

	hsa-mir-941-5
	0.428208
	1.90E-07
	1.03E-06
	1.345561
	ns

	hsa-mir-942
	0.56331
	0.011374
	0.032222
	1.477656
	ns

	hsa-mir-95
	-0.98707
	2.20E-05
	9.68E-05
	0.5045
	ns

	hsa-mir-96
	0.384503
	8.80E-15
	7.78E-14
	1.30541
	ns

	hsa-mir-98
	-0.18008
	5.78E-07
	3.01E-06
	0.882657
	ns

	hsa-mir-99a
	-0.70983
	1.15E-05
	5.17E-05
	0.611393
	ns

	hsa-mir-99b
	-0.67732
	1.38E-94
	8.70E-93
	0.625327
	ns



Page 2 of 2

image3.png
Apoptosis

Bax

MCF-7 cell

Isobologram
HSA plot

H
<
=
8
arug1 concentration (PEITG (uM)
Drug-Drug iteraction = Synergy = Antagonism '+ Addiiviy
Isobologram
HSA plot
H
<
B
g

arug1 concentration (PEITC (uM))

Drug-Drug interaction * Synergy  Aniagonism e Addiiviy

Apoptosis

Bcl-2

MDA-MB-231 cell

Isobologram
HSA plot

H
<
B
g
Grug? concentration (PEITC (uM)
Drug Drug ineraction = Synergy = Antagonism s Addiviy
Isobologram
HSA plot
H
<
B
g

arug1 concentration (PEITC (uM))

Drug-Drug ineraction * Synergy  Aniagonism e Addiiviy





image4.png
CD44+/CD24- stem cell

Mammosphere

populations

MCF-7 cell

Isobologram
HSA plot

3
<
B
Grug concentration (PEITC (uM))
Drug-Drug interaction + Synergy « Antagonism » Addy
Isobologram
HSA plot
3
<
B

drug2 concent:

drugt concentration (PEITC (uM))

Drug-Drug interaction * Synergy » Antagonism '+ Additviy

CD44+/CD24- stem cell

Mammosphere

populations

MDA-MB-231 cell

drug2 concentration (WA (M)

Isobologram
HSA plot

drugt concentration (PEITC (uM))

Drug-Drug interaction * Synergy » Antagonism '+ Additviy

drug2 concentration (WA (uM))

Isobologram
HSA plot

drugt concentration (PEITC (uM))

Drug-Drug interaction * Synergy » Antagonism '+ Additviy





image5.png
MCF?7 cell

.........
NNNNN

.........
NNNNN

--------

.........

HDACS8 HDAC1 HDAC2

.........
NNNNN

DNMT3A

.........

DNMT3B

HDAC3 HDACS8

.........

.........

uuuuuu

HDAC activity

DNMT activity

........

HDAC activity

DNMT activity





image6.jpeg

image1.png
drug2 concentration (Withatferin A(uM))

04~

03-

Isobologram
HSA plot

drug1 concentration (PEITC(uM))

Drug-Drug interaction * Synergy e Antagonism

Additivity

drug2 concentration (Withatferin A(uM))

Isobologram
HSA plot

04- . L ]

° °

drug1 concentration (PEITC(uM))

Drug-Drug interaction © Synergy e Antagonism  Addivity

MCF-7

MDA-MB-231





image2.png
Cell cycle

Cyclin B1

p21

MCF-7 cell

Isobologram
HSA plot

H
<
=
£ oo (]
8
arug1 concentration (PEITG (uM)
Drug-Drug ineraction = Synergy + Antagoism » Addiivy
Isobologram
HSA plot
H
<
=
£ oo ®
8
arug1 concentration (PEITG (uM)
Drug-Drug ineraction = Synergy + Antagoism » Addiivy
Isobologram
HSA plot
£
<
=

arug1 concentration (PEITC (uM))

Drug-Drug interaction * Synergy * Anagonism o Addiiviy

Cell cycle

Cdk1

p27

MDA-MB-231 cell

Isobologram
HSA plot

H
<
=
£ oo (]
8
arug1 concentration (PEITC (uM))
Drug-Drug interaction = Synergy = Antagonism '+ Addiiviy
Isobologram
HSA plot
H
<
=
£ oo ®
8
arug1 concentration (PEITC (uM))
Drug-Drug interaction = Synergy = Antagonism '+ Addiiviy
Isobologram
HSA plot
H
<
=
E o [ ]

arug1 concentration (PEITC (uM))

Drug-Drug ineraction * Synergy ® Antagonism »  Addiity





