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Table S1. The EMT signature. 
	GeneID
	Status
	Reference
	GeneID
	Status
	Reference

	CDH1
	Epi
	(1-5)
	LAD1
	Epi
	(5)

	CDH2
	Mes
	(1-3, 5)
	LOXL2
	Mes
	(6, 7)

	COL11A1
	Mes
	(8, 9)
	MMP2
	Mes
	(10-12)

	COL12A1
	Mes
	(7, 13)
	MMP9
	Mes
	(10-12)

	COL1A1
	Mes
	(5, 12)
	MSN
	Mes
	(4)

	COL1A2
	Mes
	(4, 9)
	NOTCH2
	Mes
	(14, 15)

	COL3A1
	Mes
	(4, 5, 9, 16)
	OCLN
	Epi
	(5, 16, 17)

	COL4A1
	Mes
	(12, 13)
	PLAUR
	Mes
	(11, 12)

	COL4A2
	Mes
	(12, 13)
	PRRX1
	Mes
	(9, 18)

	COL5A1
	Mes
	(5, 9, 16)
	PRSS2
	Mes
	(7)

	COL5A2
	Mes
	(4, 9, 13)
	SNAI1
	Mes
	(17, 19, 20)

	COL5A3
	Mes
	(7)
	SNAI2
	Mes
	(10, 20, 21)

	COL6A2
	Mes
	(9, 16)
	SPARC
	Mes
	(10, 20, 21)

	COL7A1
	Mes
	(7, 12)
	SPINT1
	Epi
	(5, 22)

	COL8A2
	Mes
	(7, 23)
	TGF-B
	Mes
	(24, 25)

	CTNNA1
	Epi
	(26)
	TWIST1
	Mes
	(10, 20)

	CTNNB1
	Epi
	(4)
	VCAM1
	Mes
	(27, 28)

	DSP
	Epi
	(20, 29)
	VCAN
	Mes
	(5, 9, 12, 30)

	EPCAM
	Epi
	(5, 28)
	VEGFA
	Mes
	(12, 31, 32)

	FN1
	Mes
	(1-3, 5)
	VEGFC
	Mes
	(7, 33)

	GRHL2
	Epi
	(8, 28, 34, 35)
	VIM
	Mes
	(1-3)

	GSK3B
	Epi
	(36, 37)
	WNT5A
	Mes
	(5, 38, 39)

	KLF5
	Epi
	(40)
	YAP1
	Mes
	(41)

	KRT18
	Epi
	(4, 10, 23)
	ZEB1
	Mes
	(1, 10, 20)

	KRT19
	Epi
	(4, 10, 20, 28)
	ZEB2
	Mes
	(1, 10, 20)


Genes that were used in this study to assess EMT on a transcriptional level together with their OpenArray ID, epithelial (‘Epi’) or mesenchymal (‘Mes’) nature and reference.


Table S2. Number of overlapping CpGs between the indicated cell line models. 
	
	HepG2S1
	HepG2S3
	PancB1Q
	PancB1V
	HCC4006ER
	HCC4006GR
	HCC827GR

	HepG2S1
	
	6512
	56
	70
	65
	20
	23

	HepG2S3
	38474
	
	69
	90
	93
	30
	30

	PancB1Q
	1013
	1009
	
	1021
	26
	1
	4

	PancB1V
	611
	610
	3000
	
	29
	4
	6

	HCC4006ER
	1352
	1353
	358
	200
	
	1
	14

	HCC4006GR
	14
	16
	5
	3
	4
	
	11

	HCC827GR
	26
	27
	10
	9
	29
	4
	


Total number of hyper- (lower half) and hypo- (upper half) methylated CpGs shared pairwise between the EMT cell line models.

Table S3. Expected amount of hyper- (lower half) and hypo- (upper half) methylated CpGs that are common between 2 EMT resistance models. 
	
	HepG2S1
	HepG2S3
	PancB1Q
	PancB1V
	HCC4006ER
	HCC4006GR
	HCC827GR

	HepG2S1
	
	142
	17
	21
	22
	2
	9

	HepG2S3
	4044
	
	22
	28
	29
	3
	12

	PancB1Q
	448
	455
	
	3
	3
	0
	1

	PancB1V
	270
	273
	30
	
	4
	0
	1

	HCC4006ER
	669
	678
	75
	29
	
	0
	2

	HCC4006GR
	8
	8
	1
	1
	1
	
	0

	HCC827GR
	13
	13
	1
	1
	2
	0
	


Expected amounts were calculated by multiplying the product of the frequencies of hyper-/hypomethylation events (=amount of hyper-/hypomethylated CpGs divided by the number of interrogated sites on the assay) seen in each of the pair by the amount of measurements (=number of interrogated sites on the assay).

Table S4. Significance pairwise overlap differentially methylated CpG sites.
	
	HepG2S1
	HepG2S3
	PancB1Q
	PancB1V
	HC4006ER
	HCC4006GR
	HCC827GR

	HepG2S1
	 
	0
	3.50E-13
	6.43E-15
	8.14E-12
	9.18E-13
	3.70E-05

	HepG2S3
	0
	0
	1.60E-14
	5.40E-19
	5.32E-18
	9.68E-20
	4.17E-06

	PancB1Q
	2.45E-95
	1.07E-89
	 
	0
	2.02E-12
	0.303666
	0.0481873

	PancB1V
	4.07E-58
	2.66E-55
	0
	0
	3.91E-12
	0.0011912
	0.0074972

	HCC4006ER
	4.68E-98
	8.88E-94
	7.15E-107
	3.92E-57
	 
	0.3734777
	5.43E-09

	HCC4006GR
	0.0237301
	0.050706
	0.001877
	0.015454
	0.0405374
	0
	0.0009570

	HCC827GR
	0.0007439
	0.000421
	2.78E-06
	3.36E-07
	5.39E-23
	1
	 


P-values resulting from binomial test investigating whether the amount of common hyper- (lower half) and hypo- (upper half) methylated CpGs (in Supplementary Table 2) is significantly different from the amount of expected shared CpGs (in Supplementary Table 3).

Table S5. IC50 values of all drugs included in this study for the parental cells
	Parental Cell Line
	Sorafenib
	5-Fluorouracil
	Erlotinib
	Gefitinib
	Olaparib
	Cisplatin

	HepG2
	0.28
	0.08
	0.12
	256.00
	22.63
	16.00

	PancVB
	11.62
	14.63
	12.13
	21.86
	1541.37
	161.90

	HCC4006P1
	10.46
	18.64
	0.03
	0.12
	256.00
	98.16

	HCC4006P2
	21.68
	66.23
	0.02
	0.10
	80.00
	362.04

	HCC827GR
	30.61
	25.42
	0.01
	0.03
	5.07
	13.00

	UWB.1.289
	0.31
	32.00
	0.14
	40.80
	58.02
	12.91

	IGROV-1
	8.18
	4.43
	4.64
	8.23
	15.78
	64.04


Concentrations (µM) at which parental cell growth is estimated to be inhibited by 50% for all cell lines against all drugs used in this study. Concentrations were used for assessing cross resistance and cross resistance loss after demethylation in Figure 4.

Table S6. Patients included in the clinical part of this study.
	Patient
	Resistance
	Days to second sample
	Response at second sample
	Days to last sample
	Response at last sample

	1
	Acquired
	70
	PR
	210
	PD

	2
	Acquired
	48
	Mixed
	85
	PD

	3
	Acquired
	56
	Mixed
	315
	PD

	4
	Acquired
	56
	PR
	168
	PD

	5
	Acquired
	119
	SD
	371
	PD

	6
	Acquired
	51
	Mixed
	73
	PD

	7
	/
	/
	/
	448
	Response

	8
	/
	/
	/
	546
	Response

	9
	/
	/
	/
	42
	Response

	10
	Intrinsic
	/
	/
	45
	PD

	11
	Intrinsic
	/
	/
	64
	PD

	12
	Intrinsic
	/
	/
	104
	PD



The columns contain patient identification, type of resistance, days until the intermediate sample was taken, response as assessed by the clinician at the time of the intermediate biopsy, days until the last sample was taken and response as assessed by the clinician at the time of the last biopsy. PD=progressive disease, PR=partial response, SD=stable disease.

Table S7. Correlation of DNA methylation data between all available tissue biopsies from various patients and the liquid biopsy data from patient 6.
	
	Spearman R to cfDNA Patient 6_A
	Spearman R to cfDNA Patient 6_B
	Spearman R to cfDNA Patient 6_C

	Patient 6
	0.21
	0.23
	0.26

	Patient 13
	0.19
	0.19
	0.20

	Patient 14
	0.18
	0.17
	0.19

	Patient15
	0.21
	0.21
	0.22

	Patient 16
	0.19
	0.19
	0.21


Spearman R values for each pairwise correlation between tissue biopsies methylation results and the methylation results of the liquid biopsies of patient 6, for whom matched liquid and tissue biopsy are available.

[bookmark: _GoBack]Table S8. Correlation of DNA methylation data between all available liquid biopsies from the various patients included in the study and the methylation data obtained from the tissue biopsy of patient 6. 
	Patients
	Spearman R to fixed tissue Patient 6

	Patient 1_A
	0.07

	Patient 1_B
	0.12

	Patient 1_E
	0.02

	Patient 2_A
	0.17

	Patient 2_B
	0.23

	Patient 2_C
	0.11

	Patient 3_A
	0.12

	Patient 3_B
	0.03

	Patient 3_C
	0

	Patient 4_B
	0.06

	Patient 4_C
	0.12

	Patient 4_E
	0.16

	Patient 5_A
	0.05

	Patient 5_B
	0.18

	Patient 5_F
	0.14

	Patient 6_A
	0.14

	Patient 6_B
	0.23

	Patient 6_C
	0.21

	Patient 7_A
	0.12

	Patient 7_G
	0

	Patient 8_A
	0.15

	Patient 8_I
	0.19

	Patient 9_A
	0.14

	Patient 9_C
	0.15

	Patient 10_A
	0.04

	Patient 10_B
	0.03

	Patient 11_A
	0.05

	Patient 11_B
	0.14

	Patient 12_A
	0.11

	Patient 12_B
	0.07


Spearman R values for each pairwise correlation between liquid biopsies methylation results and the methylation results of the tissue biopsy of patient 6. for whom matched liquid and tissue biopsy are available.
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