
EPICv2

EPICv1 450K

27K

0

0 1

0

0

5

0

2

0

0

57

00

0

0

EPICv2

EPICv1 450K

27K

0

0 30

0

0

129

0

147

0

0

2785

00

0

0

a)

b) CpH loci

SNP loci

Excluded

New

Reinstated

Retained

Probe Category

Supplementary Figure 1)  Venn diagram showing overlap in a) SNP loci and b) CpH loci targeted by 
di�erent versions of the In�nium methylation microarray. Note although EPICv2 includes 65 ‘rs’ 
probes, 3 are replicates, therefore the ‘rs’ probes target 62 unique loci. 



26
.2

2

30
.4

8

43
.3

7

30
.3

932
.8

2

30
.4

12
.6

4

18
.1

4

25
.1

8

15
.2

5

17
.1

2

15
.7

3

0

20

40

60

Gene Body Intergenic

Pe
rc

en
ta

ge
 o

f p
ro

be
 si

te
s i

n 
ea

ch
 g

en
ic 

re
gio

ns
 p

er
 p

ro
be

 ca
te

go
ry

61
.1

6

51
.4

31
.4

7

54
.3

8

50
.0

753
.8

9

TSS

0

25

50

75

CpG Island CpG Shore Non Cpg Island

Pe
rc

en
ta

ge
 o

f p
ro

be
 si

te
s i

n 
ea

ch
 C

pG
 is

lan
d 

co
nt

ex
t p

er
 p

ro
be

 ca
te

go
ry

Probe Category

EPICv1

EPICv2

Excluded

New

Reinstated

Retained

a)

b)

Supplementary Figure 2)  Percentage of probe sites per probe category overlapping speci�c a) genic 
and b) CpG island contexts.

33
.2

17
.7

3.
7

18
.8

16
.218

.6

22
.5

16
.0

10
.5

18
.4

16
.918

.0

44
.3

66
.4

85
.8

62
.9

66
.9

63
.5



1 3 5 7 9 11 13 15 17 19

EPICv2 

CpG islands containing # probe sites

Pe
rc

en
ta

ge
 o

f C
pG

 is
la

nd
s 

0

5

10

15

22
22

33
43

45
00

30
53

22
16

17
53

16
19

14
75

12
05

10
27

84
6

62
1

44
6

34
8

25
4

21
8

15
0

10
6

72 73

2 4 6 8 10 12 14 16 18 20

EPICv1 

CpG islands containing # probe sites

Pe
rc

en
ta

ge
 o

f C
pG

 is
la

nd
s

0

5

10

15

20

14
74

30
18

49
74

35
81

22
58

17
61

16
21

15
04

12
97

11
30

86
7

66
6

58
0

39
8

29
4

23
4

16
7

10
1

10
4

74

1 3 5 7 9 11 13 15 17 192 4 6 8 10 12 14 16 18 20

a)

b)

Supplementary Figure 3)  Percentage (bars) and number (labels) of targeted CpG islands that 
overlap the speci�ed number of probe sites on a) EPICv1 and b) EPICv2.



PREC_5
00

_1

PREC_2
50

_1

PREC_1
25

_1

LN
CAP_5

00
_1

LN
CAP_2

50
_1

LN
CAP_1

25
_1

SYN_1
25

43

SYN_1
06

51

PREC_5
00

_2

PREC_2
50

_2

PREC_1
25

_2

LN
CAP_5

00
_2

LN
CAP_2

50
_2

LN
CAP_1

25
_2

SYN_5
65

6

SYN_1
65

99

MCF7

    T
AMR_D

ec
ita

bin
e_

Day
7_

1

       
       

       
     T

AMR_C
on

tro
l_2

    T
AMR_D

eic
iab

ine
_R

ec
ov

ery
_1

    T
AMR_C

on
tro

l_1

    T
AMR_D

ec
ita

bin
e_

Rec
ov

ery
_2

TA
MR

   TA
MR_D

ec
ita

bin
e_

Day
7_

2

PREC_5
00

_3

PREC_2
50

_3

PREC_1
25

_3

LN
CAP_5

00
_3

LN
CAP_2

50
_3

LN
CAP_1

25
_3

SYN_1
14

52

SYN_1
59

17

HCI-0
05

_D
ec

ita
bin

e_
1

HCI-0
05

_D
ec

ita
bin

e_
3

HCI-0
05

_V
eh

icle
_1

HCI-0
05

_V
eh

icle
_2

Gar1
5-1

3_
Dec

ita
bin

e_
2

Gar1
5-1

3_
Veh

icle
_3

Gar1
5-1

3_
Veh

icle
_4

Gar1
5-1

3_
Dec

ita
bin

e_
1

0

50000

100000

150000

200000

250000

300000

rs10033147_BC11
rs1019916_BC21
rs1040870_BC11

rs10457834_BC21
rs10774834_BC11
rs10796216_BC11
rs10882854_BC11
rs10936224_BC11
rs11034952_BC11
rs11249206_BC21
rs11249206_BC22
rs13369115_BC11

rs133860_BC21
rs133860_BC22

rs1414097_BC11
rs1416770_BC21
rs1467387_BC21
rs1484127_BC21
rs1510189_BC21
rs1510480_BC21
rs1520670_BC11
rs1941955_BC21
rs1945975_BC21
rs2032088_BC21
rs2125573_BC21

rs213028_BC11
rs2208123_BC11
rs2235751_BC21
rs2385226_BO11
rs2468330_TC21
rs2521373_BC21

rs264581_BC21
rs2804694_BC21
rs2857639_BC21
rs2959823_BC21

rs348937_BC21
rs3818562_BC21
rs3936238_BC11
rs4331560_BC21

rs472920_BC21
rs4742386_BC21
rs5926356_BC11
rs5931272_BC21
rs5936512_BC11
rs5987737_BC11
rs6426327_TC21
rs6471533_BC11

rs654498_BC11
rs6546473_BC21
rs6626309_TC11
rs6982811_BO21
rs6991394_BC11

rs715359_BC11
rs739259_BC21

rs7660805_BC21
rs7746156_BC21

rs798149_BC21
rs845016_BC21
rs877309_BC21

rs9292570_BC11
rs9363764_BC21

rs951295_BC11
rs966367_BC21
rs966367_BC22

rs9839873_BC21

H
C

I-0
05

_D
ec

ita
bi

ne
_3

H
C

I-0
05

_D
ec

ita
bi

ne
_1

H
C

I-0
05

_V
eh

ic
le

_1
H

C
I-0

05
_V

eh
ic

le
_2

SY
N

_5
65

6
TA

MR
_C

on
tro

l_2
TA

MR
_C

on
tro

l_1
TA

MR
_D

ec
itab

ine
_R

ec
ov

ery
_1

TA
MR

_D
ec

itab
ine

_R
ec

ov
ery

_2
TA

MR
_D

ec
itab

ine
_D

ay
7_

1
TA

MR
_D

ec
itab

ine
_D

ay
7_

2
M

C
F7

TA
M

R
G

ar
15

-1
3_

Ve
hi

cl
e_

3
G

ar
15

-1
3_

Ve
hi

cl
e_

4
G

ar
15

-1
3_

D
ec

ita
bi

ne
_2

G
ar

15
-1

3_
D

ec
ita

bi
ne

_1
LN

C
AP

_2
50

_1
LN

C
AP

_2
50

_2
LN

C
AP

_5
00

_1
LN

C
AP

_5
00

_3
LN

C
AP

_2
50

_3
LN

C
AP

_1
25

_3
LN

C
AP

_1
25

_2
LN

C
AP

_1
25

_1
LN

C
AP

_5
00

_2
SY

N
_1

65
99

PR
EC

_1
25

_1
PR

EC
_1

25
_3

PR
EC

_2
50

_2
PR

EC
_5

00
_3

PR
EC

_5
00

_2
PR

EC
_5

00
_1

PR
EC

_2
50

_1
PR

EC
_1

25
_2

PR
EC

_2
50

_3
SY

N
_1

06
51

SY
N

−1
14

52
SY

N
_1

25
43

SY
N

_1
59

17

SN
P 

Pr
ob

e

0.25

0.50

0.75

β-value

a)

b)

Supplementary Figure 4)  a) Number of probes per sample with detection p-value >0.05. Dashed line 
indicates 10% CpG site threshold at which samples typically removed from further analysis. b) 
Control SNP probes on the EPICv2 array correctly group samples by donor individual .

1.00

0



0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

LNCaP and PrEC (500ng)

D
en

si
ty

LNCaP
PrEC

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

PrEC − varied DNA input

D
en

si
ty

125ng
250ng
500ng

0.0 0.2 0.4 0.6 0.8 1.0

0.
0

0.
5

1.
0

1.
5

2.
0

2.
5

3.
0

LNCaP − varied DNA input

D
en

si
ty

125ng
250ng
500ng

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4
5

6
Breast cancer cell lines

D
en

si
ty

MCF7
TAMR

TAMR_Decitabine_Recovery
TAMR_Decitabine_Day7
TAMR_Decitabine_Control

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4

Breast cancer PDX

D
en

si
ty

HCI-005 Decitabine

HCI-005 Vehicle

Gar15-13 Decitabine

Gar15-13 Vehicle

a) b)

c) d)

e)

Supplementary Figure 5)  Density plot of methylation values for samples pro�led on EPICv2.

DNA methylation (β-value) DNA methylation (β-value)

DNA methylation (β-value) DNA methylation (β-value)

DNA methylation (β-value)



0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4
5

6
7

PrEC (500ng)

DNA methylation (β-value)

D
en

si
ty

PREC_500_1
PREC_500_2
PREC_500_3

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4
5

LNCaP (500ng)

DNA methylation (β-value)

D
en

si
ty

LNCAP_500_1
LNCAP_500_2
LNCAP_500_3

0.0 0.2 0.4 0.6 0.8 1.0

0
2

4
6

8

Breast cancer cell lines

D
en

si
ty

MCF7
TAMR

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4
5

Breast cancer PDX (vehicle)

D
en

si
ty

HCI-005_Vehicle
Gar15-13_Vehicle

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

PrEC (500ng)

D
en

si
ty

PREC_500_1
PREC_500_2
PREC_500_3

0.0 0.2 0.4 0.6 0.8 1.0

0.
0

0.
5

1.
0

1.
5

2.
0

2.
5

3.
0

LNCaP (500ng)

D
en

si
ty

LNCAP_500_1
LNCAP_500_2
LNCAP_500_3

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4
5

6

Breast cancer cell lines

D
en

si
ty

MCF7
TAMR

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4

Breast cancer PDX (vehicle)

D
en

si
ty

Type I
Type II

Retained
Reinstated
New

a) b)

c) d)

e) f)

g) h)

Supplementary Figure 6)  Density plot of methylation values for samples pro�led on EPICv2 split by 
a-d) In�nium probe design (Type I or II) and e-h) probe category (retained, reinstated or new).

HCI-005_Vehicle_1
HCI-005_Vehicle_2
Gar15-13_Vehicle_3
Gar15-13_Vehicle_4

DNA methylation (β-value) DNA methylation (β-value)

DNA methylation (β-value) DNA methylation (β-value)

DNA methylation (β-value) DNA methylation (β-value)



0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4
5

LNCaP (500ng)

D
en

si
ty

LNCAP_500_1
LNCAP_500_2
LNCAP_500_3

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4

Breast cancer cell lines

D
en

si
ty

MCF7
TAMR

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4
5

Breast cancer PDX (vehicle)

D
en

si
ty

HCI-005_Vehicle_1
HCI-005_Vehicle_2
Gar15-13_Vehicle_3
Gar15-13_Vehicle_4

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4
5

6

Prostate tumour tissue

D
en

si
ty

SYN_10651
SYN_12543
SYN_15917
SYN_16599
SYN_5656
SYN−11452

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4

D
en

si
ty

0.0 0.2 0.4 0.6 0.8 1.0

0.
0

0.
5

1.
0

1.
5

2.
0

2.
5

3.
0

3.
5

D
en

si
ty

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4
5

D
en

si
ty

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4

D
en

si
ty

0.0 0.2 0.4 0.6 0.8 1.0

0
2

4
6

D
en

si
ty

0.0 0.2 0.4 0.6 0.8 1.0

0
1

2
3

4
5

6
7

PrEC (500ng)
D

en
si

ty

PREC_500_1
PREC_500_2
PREC_500_3

Ty
pe

 I
Ty

pe
 II

Ty
pe

 I
Ty

pe
 II

Retained
Reinstated
New

a) b) c)

d) e)

DNA methylation (β-value) DNA methylation (β-value) DNA methylation (β-value)

DNA methylation (β-value) DNA methylation (β-value) DNA methylation (β-value)

DNA methylation (β-value) DNA methylation (β-value)

DNA methylation (β-value) DNA methylation (β-value)

Supplementary Figure 7)  Density plot of methylation values for samples pro�led on EPICv2 split by 
both In�nium probe design and probe category (retained, reinstated or new).



Supplementary Figure 8)  Comparison of LNCaP technical replicates with varying DNA input levels 
showing a) number of probes with detection p-value >0.05, Relative Log Methylation plots of b) 
PrEC and c) LNCaP and d) correlation matrix of methylation values between technical replicates.
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Supplementary Figure 2)  Percentage of probe sites per probe category overlapping speci�c a) genic 
and b) CpG island contexts.

Supplementary Figure 9) Correlation plots of methylation β-value of technical replicates with varying 
DNA input levels for PrEC a) 500ng, b) 250ng, c) 125ng, and LNCaP d) 500ng, e) 250ng, f ) 125ng
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Supplementary Figure 10)  Genome browser image showing methylation of prostate cancer tissue 
and cell line samples (of varying DNA input levels) at new EPICv2 site at FANTOM5 prostate enhancer 
region.
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Supplementary Figure 11)  Genomic copy number for LNCaP (using PrEC as a reference) at a range of 
DNA input levels: a) 500ng, b) 250ng and c) 125ng.
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Supplementary Figure 12)  a) Sensitivity as a function of row-linear intercept (M-value methylation 
domain) for the three platforms tested. b) Pairwise joint distributions of platform averages across all 
CpG sites tested.



Supplementary Figure 5)  Density plot of methylation values for samples pro�led on EPICv2.
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Supplementary Figure 13)  Barplot of probe counts by given number of in silico cross-hybridisation 
events via BLAT. Note log transform for both axes.
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Supplementary Figure 14)  Barplot of results from competitive comparison of probe replicates, 
where sets are grouped by a) IlmnID and b) probe sequence. 
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