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Epigenome—wide association study identifies a novel DNA methylation in

patients with severe aortic valve stenosis
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3. Discovery study : PBMC & ¥ Maxwell 16 Blood DNA Purification Kit (Promega) % fu>
T LDNA Z L7z, 7 NDNA Ze /" A L7 7 MR (EZ-96 DNA MethylationT
Kit) L. SureSelect™ (Aglinet) & HiSeq2500 (I1lumin) % V7= capture {£1ZC DNA A
FIULERERNTIE L, Bonferroni method (2 CEA DNA A F/UALEN AR T 5.



4. Validation study : Pyromark PCR Kit and Pyromark Gold Q24 Reagents (Qiagen) % >
T pyrosequencing analysis (2 V) FRCGAFALO DNA A F/UAVARHTZATU, AS et DNA
AF AN ZRIES 5.

5. Replication study : pyrosequencing analysis {ZC AS KA DNA A F /U VSR & FRRIES™
2.

6. mRNA FEHURNT : real—time PCR ZHE1T L, AS FEEL DNA A T/ ULz 1~ mRNA ODFEE A 7E
=T 5.

7. Follow-up study : Discovery study ¢ AS BETIZ, #if4 12 4 H140D PBUC T AS 541 DNA
AFAKFS JO mRNA FEBLAFRAT L, TRimioDRER: &l 3 5.
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Discovery study : ASEETOIEFTOCPGERNL (chromosome 8:position 126448033) TxfFRE & L
B LA BT A F /UL 25887~ (chromosome 8:position 126448033: B value 0.46 vs. 0.83,
P =6.63 x 10°, AS vs. controls, respectively).Chromosome 8 position 126448033
13, tribbles homolog 1(TRIBL)EHrt-% 21— N9 LCpGHL T -7z
Validation study : FFEI-DOBAHCPGERLD 5 B, Chromosome 8 position 1264480331%. ASEE
CRHRRE & L UREITBEA T b A8 (B-valve 0.61 vs. 0.75, P = 1.51 x 10°).
Replication study : Chromsome 8 position 126448033 CidValidation study & [FIEEIZ, ASHET
XHHREE L Ol AT AR T/ LA 5E 72 (B —valve 0.83 vs. 0.46, P = 2.23 x 107).
ANEHEIERE COLHL : Chromosome 8 position 1264480330 A F/UALIZ, FMEHERE 1 FE2ICAH
BITINUTz. 3705, DNAAF/ULEREOT-(B-valve : 0.62 £ 0.17 vs. 0.69 = 0.17, P
< 0.01).
mRNAZEERHT : ASEECOOTRIBL mRNADFEHL, et & bl U BICHE Cdho72 (3. 27 £
2.56 vs. 1.00 £ 0.85, P < 0.01). AMEIHOIGHE 1 442121, TRIBL mRNAOFEE L, AR
L72(3.27 £ 2.56 vs. 1.39 &= 1.43, P < 0.01).



ARG FASTIER T R E DI 1D A F/ALEDBIE L TN D DA TR0 Th 5. I
TRIBLE s 1 & ASOBSE T ED 2 <. A< O LWHIRL Th o7z, TRIBLUEIG -0 A F/Ub=R
MET L TWD23, ZOBGHIERIAFE G IBIE L T D LG ST, IRERGE L
ASOBSEITIBEA 2D D . ASTIE - WETORYT L L THROMANSEBE RSN, AHF
FETILE BITASTEIRAIZ A T/ EEEDS EH- LT D 2 L BASOFER, TRIBLE(R F-ORA F/1
LD Z > T D ATREMEAVRB S, ABOIBESHIHIEICA A TH S L& 2 b

V. fE
TRIB1 &1~ DNA A F /AL, AS OFFEIZBHET 2 mTReMEdvRe S v/~ F7-. TRIB1 i&
fEFDDNA A F /UL L IORTRIBL mRNA DFEERDOZA VT, AS OISR L OO A
ThDH AR IE S -,

=
H

(]



