











Hodges,Smith Fig. 1

Ligate sonicated fragments to
methylated lllumina adaptors.

Target DNA Insert

Me ’
Plus
Me Me Me Me 3'Plu

5 00000V VIPIITCCGATGAGA
MWAGGCTACTCW 5’ Minus
M

s e Me Me Me
3 Me

N e — |
Adaptor Adaptor

bisulfite conversion
and desulphonation.

Me 3' Plus
iy e M
5 TUCGATGAGAS Primer A

* Gel extraction of 200-300bp,

Primer B
~f——
/ AGGCTAUTUTOOOOIO009@9@ 5' Minus
Me Me Me Me

Me
3 * PCR amplify converted templates.

5' Q000009 IIIIITTCCATGAGAIIIIVIIIIIII 3'Plus (T-rich)
AAGCTACTCT 5' Plus (A-rich)

5 TCCGATAAAA 3'Minus (A-rich)
3 QPP IIIPIIIIAGGCTATTTTOOIIIOOOPO®®5' Minus (T-rich)

Capture A-rich strands on 244k Agilent array.
Hybridize at 65°C for 45 hours.

Wash arrays and elute captured

fragments at 95°C.
Sequencing primer *
5' TTCG. ..
3 AAGCTACTCT 5" Plus (A-rich)
Sequencing primer
oo JITTT g e !
5 TCCGATAAAA 3’ Minus (A-rich)

Sequence recovered strands on lllumina GA2, yeilding T-rich reads.
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Single read ACGGTGTTCT
Two candidate ACGGTGTTCT ACGGTGTTCT
mappings
Genome gmaACGTCGCTCTewgg.mATGCTGTCTTu.,g
Site A (Tmm) Site B (2mm)
B
A C G G T G T T C G
Al 14 -40 -40 -40 -40 -40 -40 -40 -40 -40 | BaseCall
C|-14 26 -40 -40 -40 -40 -40 -40 40 -40 AQuality
G|-40 -40 23 6 -40 40 -40 -40 -40 -22| Scores
TI-27 -26 -23 -6 40 -40 40 40 -40 22
Penalty Matrix
A o .82 .79 .57 1 1 1 1 1 .78 | O Consensus
C|.35 Q@ .57 .15 4] 1 0 0 (/] @ | O Penalized
G|.68 .82 0 Q 1 0 1 1 1 .53 | O wildcard
TL.51 .65 .57 .15 Q 1 Q Q 1 @ O TpG Wildcard
SiteA A C G T C G C T C T =0.15
SiteB A T G C T G T C T T =1.15
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Hodges,Smith Fig. 3
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Hodges,Smith Fig.4
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Hodges,Smith Fig. 5

A) Hypomethylation, both samples B) Hypermethylation, both samples C) Hypomethylation to hypermethylation
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D) Partial methylation, both samples E) Partial methylation to hypermethylation F) Hypomethylation to change-point
KCNQ2 (chr20:61513588-61513969) HOXB3/4 (chr17:44009002-44009418) RASGRF2 (chr5:80291610-80292812)
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G) Change-point to hypermethylation H) Change-point, both samples 1) Change-point to hypomethylation
SSTR4 (chr20:22963666-22964929) BC841632 (chr1:32478061-32479778) GLTPD2 (chr17:4638939-4640647)
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Hodges,Smith Fig.6
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