Supplementary Table 2 Summary of the drug sensitivity test in RPE1 and its posttetraploid derivatives 
Student's t-test p-value based on a two tailed distribution of three RPE1 values vs four RPE1-4 values with equal variance (bold when statistically significant, p< 0.05). Displayed IC50's of RPE1 and RPT1 are geometric average of three and two experiments. ΔpIC50 are the average log shift between RPE1 and RPT1-4 values.								
	
	
	
	
	
	
	
	
	

	 
	 
	RPE1
	RPT1
	RPT3
	RPT4
	RPE1 vs RPT1, -3 and -4

	Compound
	Target
	IC50 (nM)
	IC50 (nM)
	ΔpIC50
	Phenotype
	p-value

	5-fluorouracil
	pyrimidine antagonist
	3623
	5317
	5402
	4852
	0.156
	resistant
	0.001

	6-mercaptopurine
	purine antagonist, DNA
	2142
	2110
	7317
	1016
	0.068
	resistant
	0.832

	bortezomib
	proteasome
	10
	16
	7.8
	11
	0.059
	resistant
	0.547

	cisplatin
	DNA crosslinker
	7229
	10420
	11434
	13747
	0.212
	resistant
	0.068

	dabrafenib
	B-RAF
	1745
	3527
	1605
	1443
	0.062
	resistant
	0.384

	daunorubicin
	topoisomerase II
	40
	96
	85
	68
	0.315
	resistant
	0.018

	docetaxel
	microtubules 
	3.7
	4.7
	2.1
	3.2
	-0.066
	sensitive
	0.834

	doxorubicin
	topoisomerase II
	37
	107
	113
	49
	0.356
	resistant
	0.028

	etoposide
	topoisomerase I
	307
	1237
	1478
	440
	0.482
	resistant
	0.022

	irinotecan
	topoisomerase II
	2890
	9225
	3761
	3172
	0.220
	resistant
	0.115

	melphalan
	DNA
	7246
	20865
	31053
	6443
	0.347
	resistant
	0.178

	methotrexate
	dihydrofolate reductase
	70
	116
	144
	76
	0.192
	resistant
	0.070

	nutlin 3a
	p53
	2629
	3320
	2859
	2995
	0.065
	resistant
	0.019

	paclitaxel
	microtubules 
	10
	15
	8.0
	8.3
	0.013
	resistant
	0.662

	pelitinib
	EGFR
	629
	1446
	1489
	1281
	0.348
	resistant
	0.0002

	trametinib
	MEK1/2
	43
	145
	49
	64
	0.248
	resistant
	0.177

	vorinostat
	HDAC 
	2075
	2176
	2552
	2906
	0.086
	resistant
	0.204





[bookmark: _GoBack]Supplementary Table 3 Summary of the drug sensitivity test in HCT116 and its posttetraploid derivatives 
Student's t-test p-value based on a two tailed distribution of three HCT116 values vs four HPT1-4 values with equal variance (bold when statistically significant, p< 0.05). Displayed IC50's of HCT116 and HPT1 are geometric average of three and two experiments, respectively. ΔpIC50 are the average log shift between HCT116 and HPT1-4 values (maximized on highest test concentration 31600 nM).								
	
	 
	 
	 
	 
	 
	 
	 
	 

	 
	 
	HCT116
	HPT1
	HPT2
	HPT4
	HCT116 vs HPT1, -2 and -4

	Compound
	Target
	IC50 (nM)
	IC50 (nM)
	ΔpIC50
	Phenotype
	p-value

	5-fluorouracil
	pyrimidine antagonist
	5136
	4585
	4103
	4048
	-0.08
	sensitive
	0.317

	6-mercaptopurine
	purine antagonist, DNA
	4113
	1093
	1834
	1492
	-0.46
	sensitive
	0.004

	bortezomib
	mroteasome
	7.9
	7.4
	16
	16
	0.19
	resistant
	0.300

	cisplatin
	DNA crosslinker
	14898
	23185
	31600
	31600
	0.28
	resistant
	0.023

	dabrafenib
	B-RAF
	10894
	31600
	31600
	31600
	0.46
	resistant
	0.286

	daunorubicin
	topoisomerase II
	143
	316
	354
	288
	0.35
	resistant
	0.0001

	docetaxel
	microtubules 
	4.9
	15
	11
	16
	0.45
	resistant
	0.017

	doxorubicin
	topoisomerase II
	181
	479
	618
	558
	0.48
	resistant
	0.001

	etoposide
	topoisomerase I
	3732
	31600
	9059
	31600
	0.75
	resistant
	0.046

	irinotecan
	topoisomerase II
	11400
	18703
	8764
	14280
	0.07
	resistant
	0.456

	melphalan
	DNA
	13533
	31600
	31600
	31600
	0.37
	resistant
	0.065

	methotrexate
	dihydrofolate reductase
	19
	22
	28
	27
	0.13
	resistant
	0.079

	nutlin 3a
	p53
	5863
	5657
	6995
	4170
	-0.03
	sensitive
	0.784

	paclitaxel
	microtubules 
	24
	44
	36
	61
	0.28
	resistant
	0.049

	pelitinib
	EGFR
	3059
	4525
	3314
	3005
	0.07
	resistant
	0.202

	trametinib
	MEK1/2
	192
	199
	239
	127
	-0.02
	sensitive
	0.891

	vorinostat
	HDAC 
	887
	1158
	1259
	1004
	0.11
	resistant
	0.009



