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CTTCAACTCCTGGGCTCAGGCTCAAGTGATCCTCCGACCTCGGCCTCCTGAAGTGCTGGGATTACAGGCATGAGCCACTGTGTCTGG
CCACAATACACAC|T/G]TGACTGTCATTTATAAACTCAAATGACTCAGCTATCAAGATGCCAAATTGGATTTTAGAGAGCCTCCTCCTA
GGCACCTGATACTTTCATGCTTGGCTTA
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0 ACGTTGGATGTTGTGTGCTCACACATCTGC ACGTTGGATGGCAGTCTCTACCTTCCAAAG TGCCCTCTCTTGCCC

I3 ACGTTGGATGTCCTTCCCTCTGACACATAG ACGTTGGATGTAGACATGAGGGCTGCAAGG ~ ATGTCCAGTGCCCTG

I ACGTTGGATGAAAGGTTCTTGCAGACGTCC ACGTTGGATGTTACTGAAGGGTCCTGAGTG GACGTCCTCCAAGACA

P ACGTTGGATGTTTGGAGTCTGAGGGATCTG ACGTTGGATGAACAGGACAAGCAATCCACC AGGGATCTGGGTTCTG

0 ACGTTGGATGTGGAGAAATGGCAGATGTGG  ACGTTGGATGCAGTCACATCTTAAAGGCCC GCAGATGTGGTGGAAA

I ACGTTGGATGAGTGGCTCACACCTGCAATC ACGTTGGATGAGGCTGGTCTCAAAATCCTG aACCTGCAATCCCAACAC

ACGTTGGATGCCTGCACTCCATCCTGAGTA ACGTTGGATGCAGGAAATTCTGGTGGTTTT CCATCCTGAGTAACAGAG
IS ACGTTGGATGCCTGAGATGCTAAGAGATCC ACGTTGGATGCATGTGGGAACCACATTCTG aTCCTGTGATGGGAAAAG
[EE ACGTTGGATGCCTTGCTTTTCCAACTTGGG ACGTTGGATGCACCTTGATTGCAGAACAGC gATAGCTCCCACAAAGAAG
IETI ACGTTGGATGTGAGTGTGAAGGGCAGAAAG  ACGTTGGATGTGCTTCTCATCTCTCAAGGC gaagGGCTTCAAGGAGGAG
[0 ACGTTGGATGTTAAATTTCTGAAGCCCAGG ACGTTGGATGCAGACTGTATTTTCCTCATGC ccacGCCCAGGTATTCTGAT
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Quantitative comparison of DNA methylation assays for biomarker

development and clinical applications JULY 2016 Nature biotechnology

EMMERENENEAK:
v Among the absolute DNA methylation
assays, AmpliconBS and Pyroseq showed

the best all-round performance,
closely followed by EpiTyper

Bt

v & 6FHhglobal assaysii AR
&21FH locus—-specific assays

v 2R, RBTNAEWET
AY18/NSC06 = I 37 48

vV BIEREBE. EEM. EHME.
BESHXTEE

v Global arrsays present lower accuracy

RIEBRARIEE

v Pyroseq can work well even on minute
amounts of highly fragmented DNA

v EpiTyper provides the highest sample
throughput

v AmpliconBS is the best choice for

assaying dozens of genomics regions
in parallel
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87% of cis-eQTL SNPs, 82% of cis-pQTL SNPs, and 59% of GWAS Catalog SNPs are also cis-meQTL variants

cis-meQTL trans-meQTL

Total N of the Fold P-value N of the | Fold P-value

SNPs overlap Change overlap Change
cis-eSMNPs FHS 460,536 399,670 1.66 0 84,591 2.33 0
(le-7)
cis-eSMNPs Eur- 398,524 356,500 1.71 0 70,810 2.25 0
Meta
cis-pQTLs FHS- 12,401 10,176 1.5/ 0 2,045 2.09 0
1000g
pQTLs FHS- 15,942 16,660 1.6 0 4,428 2.81 0
1000g
cis-pQTLs 376 318 1.62 0 53 1.78 1.63E-05
NC2016
pQTLs NC2016 456 385 1.61 0 68 1.89 1.79E-07
metabolism 135 111 1.57 8.38E-14 26 2.44 6.52E-06
QTLs
GWAS Catalog 32,260 19,000 1.13 0 3078 1.21 0
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Associated with methylation of a nearby CpG site

Allele-specific methylation (ASM) ) , _
SNP itself destroyed a CpG site by changing the C or G

Haplotype-specific methylation (HSM) { Associated with methylation of a nearby CpG site

SNP1 SNP2 SNP3 SNP4 SNP5 CG SNP6 SNP7SNP8 SNP9 SNP10 SNP11SNP12
-— 1 I 2M ! > 'I _——
z‘rans—RMulation c/s-Regulation z‘ra/MRegulation

c/is-Regulation: cisacting regulation by DNA elements in or adjacent to each CpG site

frans-Regulation: trans-acting regulation by factors from the genomic regions distant from the CpG sites,
including from different chromosomes.
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