PRk 28 fEJE PRERIE AT E —AWTTE B B 78 RS &

TOXT7ERERNKREBMARELEDOTRIE - ER(CSRD7E

e

TR IR MR TES PRl

(FAFRDER]

KEWRFPFEASIE (Aortic valve stenosis: AS) IZZE5RIE - BN LA 72 8 B iR e 2 4E U4 i AR DI R IFEAED — 2T
&5, ml b AETE B IEORCKAL D rEE IR R B2 & L IR IEE D —->Th D AS DR (SEHEE T 65
LA ED 2—4%) b AN O —i@% > TCD, AS 1IN LD BNIREE(LERZ LI K0 SRR DR - 225 A U R
AR CTRAE 9D THE DR B TH DAY, O L= OYERS HE L EIE(L 95 L Z28R5E - A DR 272 8 2 AE U BBER N
FEFNTE LT OMARRBIT DR BT L2, Fi2, AS O FHFEIES AT O 160 N3 BRI L & BRI 0 E
ETEOIRFEEIEITL CHHEITEES D LIXREECTHY . AS DOFRIE - HERIZEDOD AN =X L FITHR Y — 7 v O fiE
HIIRE ThHD, LnURBRDLINE T, REBO S T AHEWFE AT =X NS TREO T EEROFRIE RO AN =
ALLREZHLNTIIAR, TuAT GBS (T AT —8) 1382 & O T JE /BT IR RO FEE « B~ B 538
SN TEY, HFEH T AS A LHRE LB LI - BRI A COTuAT7—B OB 52 WA L2 V) AFHETIXAS O
EATICBTIDHME — 7 Ve L TTuAT—Y OG54 EFT 5,

(B ]

AWFGEIX R FEE OIGHT T e AT B SR (T 0 A7 —8) 1L KEIRFFEZSAE (Aortic valve stenosis: AS) FEJE « 1 B2 2B
L5455 52 AL 5,

(5 &l

@O ENKREWRIER 524 30 DIBSERIRRAEGI LY | b RENRSAZE 7 2 KBRS EHUIE B LV BRI . U7 /L2 15 PCR &
HAWTT AT —BORBLOZRE BT 5,

@ KREWIRF L0 KENIRF RV (Aortic valve interstitial cells: AVICs) ZEREL 5 2, 7% KBRS LD AVICs ZEREd
DV FEBROFERE S EIZ, ENRENRIE R 5 GEOIBSERIBIER]) &z2 7 (FIER) K AVICs 285547
2o

@ AVICs ([ZHIKALFFHAH ¥ 217, RO ARKIIZBI 59 5L E 25N TV HIR{E T (BMP-2, BMP-4, Runx2,
Ostepontin, Alkaline phosphatase (ALP) 72&)? @ AVICs (2B AR B A T2,

@ TrA7—F shRNA (Telomere Reverse Transcriptase (TERT) shRNA)#HWTTaAT7—E% /v rZ 745 BT
TERT 7*ZAIN, TERT UANATT BAT—REMRIFEHSELILT, 1) AVICs OAKAL, i) FRIEOARALIZEE 5
THBB KT 57 AT — B DL G 5,

(i Rl

O FECEFEHIBIES], KEMRF ARG B | KBk PASE A RIE BB DN RERFZEILY 7 /L # A L PCR %
1TLILZATaAT— B DRSS 7 =y Th?D telomere reverse transcriptase (TERT) DI&{5 I IEH . K
R PSR AE D KBRS (FANFR ) & ELl URBRIEAZIE S CTIUEL Tz,

@ THREBIRIOOEREL 7 AVICs & W= TPl 32522512, in vitro calcification assay ZH#EN.L7=, KEIRFITDHE

184 JEEESEFIUREE 2017 4% FFCRERE %



PRk 28 SR I PRERIE AT —AWETE B B 78 R &

HERER A7 FEE ORIV UM E O 25538 25 TR s /e SRR O B2 RIZ LY | in
vitro fEMTISINEER G G0 H o723 Fox IZ LM DR E 2 MERF L 7o EE R T O BRI RS R EZE AT D
ZETHROEFEALITRII LT, ZAUCIDARNICIDIT REE TR RIS A IS E 52 LD AT EECTHY | =Y
(A GEEHED T ZEMATREIC e o7z, RIEA S LICE M RENIRIE 57 GEOISERIRIES]) &pezgsp (Fifi i) L0
AVICs Z BRI UATIKAL R 2 1 T LT,

@ 215 AVICs ([ZA KL AAT W~ A7 a7 LA fRHTIC XD Z DARFFIT 07 7 A VA FEMTFRNT LTz, ZORER,
APRACRIZ LB HEEBL L F- L CODBIE 14 533 Fll, FRBUR FLTWDBRFEL T 476 fzFET 2L
WP LTz, ZIBOHIZII AT 7w K 780k AS B ORI OMREMRNT 728 CRIESNIEBEBE THE<EFENT
UWNTZA BRBERFN D BT O BUR T B S E FN T, BUEZORERITEE DT Pathway fiffT 2 32 L TRh, FHIED
HIRAGIZEI BT ALE 2 5N CWAER T (BMP-2, BMP-4, Runx2. Ostepontin, Alkaline phosphatase) & &6 127 13X
T —EBELOREA LT H T ETHD,

@ TarXT7—YOREHY 7 2=y Thb telomere reverse transcriptase (TERT) W@EIFEHFHOL o F ANV AEERR LT,
Fio, ZOTANAZFHWT, TERT 58|58 AVICs ORI EILT-, —F ., 71AZ—+ shRNA (Telomere Reverse
Transcriptase (TERT) shRNA) (ZBIL TIBLEW O DEEHEVERRIE A THY ., % shRNA D7 X7 38R AWt
LTWHEZATHD, 2D TERT #RIFEE K O TERT /7 #72 AVICs Z W THIRALHRITRZTTV ) TERT OFEH
BEPMIGAKIGIZ G2 D B 5 BRACHICT LT ELL TWD,

(& =]

DL EOFERDN BT 21X, AVICs 1235175 TERT Of{n T-F BN AS DA IRAL/2E | JHIEFRIC T 5L TS ATREMEN &
5HEBZTWD, 5% TERT OFBLELE AVICs DA IKILEDBIRZIGNI T D728 TERT BAs T2l IR B E 1L />
757 LT AVICs % F\ T in vitro calcification assay 21TV, ~A 2707 L AL DMEFRIIE (S -5 BURHT - Pathway AT -
£ IRACRH & SES T3 52T, LRI BICE T D TERT OFERERR R EIZ LN T2 T E ThD,

(BRREVEE - BRAR A\ DEHE]

KEWRI A IR R ASE R 7 ORI E &2 DR E L A% R T 281280 AS DFIE < EEBAINHTE R~ DO AFF NS5
VIR . FHEEISTRIEEPE JD AS BE OO DRI R F~—h— A ) _R—aL B S D T FRE AT TR 1R PR IS 4
L2 ECREREREZFOLOEHIFFINLD,

(&% - 5|AX#l)

1. Aono J, Ruiz—Rodriguez E, Qing H et al. Telomerase Inhibition by Everolimus Suppresses Smooth Muscle Cell
Proliferation and Neointima Formation Through Epigenetic Gene Silencing. JACC Basic Transl Sci 2016;1:49-60.

2. Yang X, Fullerton DA, Su X, Ao L, Cleveland JC, Jr., Meng X. Pro—osteogenic phenotype of human aortic valve
interstitial cells is associated with higher levels of Toll-like receptors 2 and 4 and enhanced expression of bone
morphogenetic protein 2. ] Am Coll Cardiol 2009;53:491-500.

3. Osman L, Yacoub MH, Latif N, Amrani M, Chester AH. Role of human valve interstitial cells in valve calcification and
their response to atorvastatin. Circulation 2006;114:1547-52.

4. Leopold JA. Cellular mechanisms of aortic valve calcification. Circ Cardiovasc Interv 2012;5:605-14.

185



