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Epigenome-wide association study identifies a novel DNA methylation in

patients with severe aortic valve stenosis
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WFIE~D SN0 [F] B % 45 72 REIIRFR BAZAE (AS) AE IS & Ovek R o0 AR 1 HA A% M i
(PBMC) XI5 & L, AS Fr52HY DNA A F /LR 2= v ) LU A FEREARAT (EWAS) |2 K
DEIEL, BT, M By —27 T AR K VRRGEET 5. S BIZ, 4l DNA A FUALERAL
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2. PBMC O43Hf : RREIMIK L Y Ficoll % Afidiz Loyl VTR 5.
3. Discovery study : PBMC X ¥ Maxwell 16 Blood DNA Purification Kit (Promega)
ZRWTY 7 L DNA 558 LTz, &7 N DNA 23 J L7 7 A MLEEL (EZ-96 DNA



MethylationT Kit) L. SureSelect™ (Aglinet) & HiSeq2500 (I1lumin) % fv 7=
capture {2 T DNA A F /AL Z HE#ERYICHIE L, Bonferroni method {Z TEEffH DNA A
F AL Z R TR T 5.

4.  Validation study : Pyromark PCR Kit and Pyromark Gold Q24 Reagents (Qiagen)
% T pyrosequencing analysis (2 V) _EECEMENLO DNA A F/UAVAENT 21T
U, AS R DNA 2 T /UALENL 2 (R ET 5.

5. Replication study : pyrosequencing analysis {ZC AS FFEA) DNA A F/LALHENL &
AT 5.

6.  mRNA FEHUEHT : real-time PCR A AT L, AS FrFaA9 DNA A F/LALIEAS 10D mRNA DS
A EElT 5.

7. Follow-up study : Discovery study ¢ AS BETIZ, #it4 12 » H# D PBMC TO AS FF
FLH) DNA A F/UAbFS KON mRNA FEBLZFRHT L, IR ORE R & Gt 5.

M. HF7ERE R
Discovery study : ASEET® 2 f&FTDOCpGHERL (chromosome 5 position 29280213 LN
chromosome 8:position 126448033) CTxfHaAE & bk LA B A T /UL Z 7R DT
(chromosome 5 position 2928021: B value 0.57 vs. 0.92, P =1.16 x 10”; chromosome
8:position 126448033: B value 0.46 vs. 0.83, P = 6.63 x 10°, AS vs. controls,
respectively). Chromosome 8 position 126448033(Z, tribbles homolog 1 (TRIB1) &f{x+
o — K4 ACpGEr Cdh - 7. —J7, Chromosome 5 position 2928021 1% = — &k DCpG
AL T -7,
Validation study : FEE2-DDBEMCPGELD 9 B, Chromosome 8 position 12644803313,
ASTE TR IRIE & Ll LA RIS A Tk 2388 7= (B —valve 0.61 vs. 0.75, P = 1.51 x
107%) . —J7, Chromosome 5 position 2928021 1LMAEE] CABEZEEZZRO o7~ (p = 0.24).
Replication study : Chromsome 8 position 126448033 CiValidation study & [EIERIZ, AS
ECRTIREE & boi LA BIS A F 2387 (B-valve 0.83 vs. 0.46, P = 2.23 x
10). chromosome 5 position 2928021 X F AU, WEEH] CHBZEZ RO o7 (p =
0.31).



HSMEHEWERT. TO R : Chromosome 8 position 1264480330 A F/LAKIL, SMEHERE 1 4%
ICHEICHIN U7, F7eb b, DNARX F /U bZRBDT- (B -valve : 0.62 & 0.17 vs. 0.69 £
0.17, P < 0.01).

mRNAZEBFRAT : ASEE COTRIBL mRNADFEBU L, *THEHE & ik LA EICEE CTh o 72 (3. 27 £
2.56 vs. 1.00 = 0.85, P < 0.01). SMEHIEHRE 1 4542121, TRIBL mRNADFEBU L, A EIC
WA U712 (3.27 + 2,56 vs. 1.39 + 1.43, P < 0.01).
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TRIBL 470D DNA A F /AL S H 13 AS DFEIEIZBENE 5 Al REMED RIR S L7z, £ 72 TRIBL
TEAGT-D DNA A F /LA L OV TRIB1 mRNA DFEELDOZEALIL, AS DIEHNER L O F#% DFF
A T D FTREME DS RIE S 47z,
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A RKE L. SHI, T OEMBE FEKIZ O\ TS By —7 = R EE N
T CpG fEIk A fERE L7=. WRIZ, ASHO Bl L O%E#n - M4 —F S/ TMM O %8 50 1 %
AW CHBIEREBR 2T 7. %ﬁﬁn@EW%TxtAsﬁf%5%@mmﬂmmk%8%
R 126448033 Dl A F /AL HER S Nz, A vy —7 = AWETIE, ASEETHE 8 Y
Bk 126448033 xR LV & ERICH A F UL &%), [FIEEIE TRIB1 s\ IAE
5z &w%aéMK PBMC (28} 5 TRIBI s ® mRNA 51X AS BECxIFRREL Y
LAEEICENT. BT DR A FIALIZEHRRR TOHR SN, S5
ASHETY A%mﬂ&’“8m@ﬁq%M&ﬂNHmAmx%wM#ﬁi y%LZRBJ
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Wt RO BEFZRICOWVWTRMZITV, WUIARRE 2B, PAUET 5252 A L Tnb
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1) Expression of miR-23a induces telomere shortening and is associated with poor
clinical outcomes in patients with coronary artery disease
LENRE BB Tl miR-23a LN T v A 7 i &2 Bl LER TR ARR L7205
(i 5 fih 54 &5
Clinical Science, 131 %, 13 July (2017): p2007-2017.

2) Thrombospondin-1 contributes to slower aortic aneurysm growth by inhibiting
maladaptive remodeling of extracellular matrix .
Fa R AR D LIS~ B Y v 7 ZOFREE VT U 2 7 2 A L CRENR
JEHE R & I3 %
(i M fh2 4 L3638
Clinical Science, 131 %, 7 June (2017): p1283-1285.



	1819　那須　崇人論文の要旨様式４
	1819学位論文審査結果（那須）

