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Suppl Figure S2
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Sequences of primers for RT-gPCR

Gene name 5'-3' sequence of Forward 5'-3' sequence of Reverse
Tetl GAGCCTGTTCCTCGATGTGG CAAACCCACCTGAGGCTGTT
Tet2 GTCAACAGGACATGATCCAGGAG CCTGTTCCATCAGGCTTGCT
Tet3 CCGGATTGAGAAGGTCATCTAC | AAGATAACAATCACGGCGTTCT
Pten CTTTTTCTTCAGCCACAGGCTC | GTCTTTCTGCAGGAAATCCCAT
pl5 AGATCCCAACGCCCTGAAC CCCATCATCATGACCTGGATT
pl6 GTGTGCATGACGTGCGGG ACGTGAACGTTGCCCATCAT
pl9 GATCTTGAGAAGAGGGCCGC TCTGCACCGTAGTTGAGCAG
Tyr TGACAAAGCCAAAACCCCCA TGGACTGGCAAATCCTTCCA

5100a6 CACATTCCATCCCCTCGACC GTGGAAGATGGCCACGAGAA
Mitf GCCTTGTTTATGGTGCCTTC GTCETCCTECCTCTACTTTCTGT.
Trp53 AACCGCCGACCTATCCTTAC CTTCTGTACGGCGGTCTCTC
p21 TTGTCGCTGTCTTGCACTCT TAGAAATCTGTCAGGCTGGTCT
Brn2 CGGCGGTTTGCTCTATTC ATGGTGTGGCTCATCGTG
Pax3 GGGCAGAATTACCCACGCAG CGGATATGGTTGGGCAGAGG
Sox10 CTAGCCGACCAGTACCCTCA GGCGCTTGTCACTTTCGTTC
Gm12610 TACAACAGTCTGCTCCAGCG ACTTCCTGCCAAACGACGAT
Sdha AAGGCAAATGCTGGAGAAGA TGGTTCTGCATCGACTTCTG
Hprt GTAATGATCAGTCAACGGGGGAC | CCAGCAAGCTTGCAACCTTAACCA
Actin TGACCCTGAAGTACCCCATTGA | CCATGTCGTCCCAGTTGGTAAC
Gapdh CCTCGTCCCGTAGACAAAATG TGAAGGGGTCGTTGATGGC
Sequences of primers for hmedIP-PCR

Gene name 5'-3' sequence of Forward 5'-3' sequence of Reverse
Smo ACCAGACAACAGGATGCCTT CTGGGGAAAAGAAACACGCA
Grm8 AAGCCTCACCAGTTCATCCC GCTCAGAAAAGGGAGAGTCCA
Mast4 AGATTCCTCGGGCTTGTTGG GTACCCGGGAACACATCCAG
Smoc1l TGGTTATGGCCGTAGTCAGC CGGAAGGTCAGAGGAGAACC
Pdelc ACTAAGGTGGGTAAAGGGACA  |GGAAAGAGGGCTTGAGGCTT
Hdac9 GCTGGGTCATCTCTAGCCTG AGAAGCGTCTTTGTCACCCAT

Arhgap26 TACTTCCCACGTGAACCCAG ACTTGGATGCTGGACCACTG
Ror2 TCCTGAGGAAGCCCAAGAAAGC |GCCTTGCTTGGGAGAACTGAAA

Rad51b TGGCCCTGTTGTGATCTGAC GCCCACGGCCTACTAATCAT
Gpr37 TCAAGCCCCTGAGATTTGTGA CAAGCAACAGACAGGTGTGC
Chr6 neg Ctl |TCACATGTTTGCATGCTGCC ACCTGCTGTGATGATGGACC
Trpvé AAACGTGTCCTCAGTGTTCCA TGTTGCCCCTGCAGTACTTT
Il31lra GTACCCCCAGAGCTCATGTC AGTTTGCAAGACCAAGGGGT
Kdm2a CCCTGTAACCTCCACAGGTC AAAGCAACACTTGCTCGATGA
Peakl GACCAGTGGATAGGGCTGTTT  |AGACTCTCTACCCTGAGGCAC
h SON (spike) |GCACAGGAGCTGCCTACTA ATATGGGATTCTGGGGCCATC

5hmC-related enzymes

o A
o O N
I | ]

o N b~ O

: o bl

Relative expression

Tet1

Tyr::Nras®'; [nk4++

3.9
3.8
3.7
3.6
3.5
34
3.3
3.2
3.1

Tet2

ns, p=0.054

Tet3

melanoma-free mice (%) =

N (n=3)

3.9

3.8 ns

3.6
3.5
3.4
3.3
3.2
3.1

T (n=3)

4 Tyr::Nras®'K; Ink4" F

ns

5hmC/C (%)

T Tet2™
(n=4)

N Tet2'
(n=4)

N Tet2omex
(n=7)

T Tet2oviox
(n=5)

-

o

o
y

Melanoma markers

= N
m N

Tyr

S100a6

Tet2+*
Tetzloxllox

= T Tet2+
T Tet2oweox

Tyr::Nras®c'k

401 Inkdar (n=44)

20

Ink4a*- (n=25), p=0.004
p

0 T

0 20 40

60 80 100

Time (weeks)

0.1 -

0.08
0.06 1
0.04 -
0.02 -

n/s

|

N (n=3)
Ink4a**

N (n=4)
Ink4a’



Suppl Figure S3

A
Color Key . . .
Differential hydroxymethylation
._J y y y
Nevi Tet2'ox/lox Tum vs Nevi Tum vs Nevi Tum Tet2'ex/lox
vs Tet2+* Tet2* Tet2loxiox vs Tum Tet2+*

Differential regions Differential regions Differential regions Differential regions

I I e I e I

N2 N N N N1 N2 HilNVEARCEECEEEE N1 N2 N3 EEEEVARCENCEEGE T1 72 73 T4 75 INERVAECECERR

B Observed
Expected
Tet2* - Tet2'oxtox B
80 o 80 —
Y eo - ] Y o m
: :
940— 940—
o o
X X
20 o 20 |
04 == —_— e L e o L 04 —t= —_— L] e 3 L L
5 2 5 2 g2 @ 8 8 § € &5 @ 2 0 % 8
ot [=% c B o a =
e s 55 3 ° 8¢ e £ £ £ 5° &8¢
s 2 £ 3 &g » 8 s & £ 2 &g n 8
o 8 w c O o 0] L £ O
C Validation of hmedIP-seq targets
§]
o) jo]
c T 3 s 2 208 3 § ¢
S ” g 2|2 6 |2 & 8 5
; &
[S e .
_o$ 10 I hmC gain
EL>-¢N—' 0 p— — — = TNFESyl
()]
s 0 hmC loss
N = 20 4
T o -30 -
¥
§|_ -40
-50 -

DhmR between Tand N  hmC loss' hmC gain ' negative Ctl
by hmedIP-seq



