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[WFgEniy it & HiY)

VAR, NS « B 72 & OWRPEA b L ARSI - PUS KRR EOSMAPEA R L AIZL -
TH AN N T D RVE A I LD FFE S D & RIEVESY /87 % 53 Ud % SASP
(Senescence-associated secretory phenotype) %32 L. 75 AR EIEHEZEHING CAFs
(Cancer-associated fibroblasts) & L CHERES 2 Z &AL > TND, MAMUNRE
IR CIE, CAFs DTFTEMN D ADIRIECHER, TRFHEPIMEICR 535 Z &0, EfL L7z CAFs 3
ST % SASP [ F B FRARRICEN D Z & BB SN TCND, D7, #E{k LTz CAFs THRIE
MR T REDFEBLANTHE S 5 43 F-HEHERC CAFs I By Shud SASP R0 7 7 A b, &
CAFs 2SHIIRBEIC ARG 2 8159 5 50 Tl 2 R 95 Z L B L ST D,

VTAE . LML SRR FINASE 2 3538 L AE R D IRET D 2 & T, BAO TR E B
L7= Senolytic Drug ®BAFAEEANCITHI TR Y . FiNAAlL OOFRFENZDT 2 2 & 33
HEINTWD, AT, BSAORIELHERICE D 5 S AMUNREE T D1k CAFs Z W 7Ex 4 &
LC, SASP B3I Z BT A B =R LW STz SASP K107 1 7 7 A JVIRHT, CAFs Dbt
THHEREAE DRFZE % A LT, BSAM/NERESIC 361 % CAFs ZHERY & U 7= Fllos A TRIRIE DB FE 12 ¥E
FAHrZERHBELTYTo T,

[WFgED J715]

W R I LART. B0 Lisfiialc 38 CIEMIRaE 2 4/ L DNA H Sk ORZBET v 233 R Ll
ERGERY Y — R IR LT A 2 & O, RIENE SASP EinFDOIRENFEIND Z L2 HE LTV
% (Takahashi et al., Nature Commun., 2018) , %+ ZC, t MIEFHRMEIFMAL (TIG-3,
IMRO0) IZfkftEs3E & L < IHIEMAL Ras OMRIFEELIC X 0 MINRE(L 275383 D AI#% T RNA > —
7 ARMTEATVN, SASP BB | X & b 72 B Yt /R I  LEsIE O JRIRIR F 8RR & E1k
CAFs DOHIASEIIHIE A H = X LD 21T o712, F72. & MIEFBRHESFMIRICHERIEE S L <X
BIBEHC X o CHIBAZ (L3358 & D AR O BiEo o, Milash/ e (Extracellular
vesicles: EVs) % 3D FIE (WA X u~ N7 T7 74—k, RATZ7FIoNEY T
T4 =T 4 — BT A, T T AR IHT HRELREE) TR L Y e T A — AT 21T
W, EVs ICE TN EL~— I —DBEREITo 1,

[R5 5]

HEACHERIE O N ER BRI O BRI BRI &, HEUHEEE & IE (LR Ras Dl
FIRBLC L > CHE I N ZEAIADTE T IZIBWNT, 7 AOLEEDHERFICBEI 5 RNA 2 fifli
EDREFEL= v b RNasel2a ODFHMET L TWAHZ 2RI LK, b b RVaseH2a BinF D71
T X —fif#i 5. RNaseH2a DR F-FEELHI R I M0 (b CIRGIEMEDME T 2 5K+
THBEF 77 IV —ORATIINEET DL EBHBNE o oT, £2°C, E2FfEEYA hD
RS BRAK BN CLY 7 = 5 — BT 21TV, RNaseH2a OIFEBIFHEC E2F G K 15 &8
(WENEBECdH D 2 L. ChIP i © E2F1 & E2F3 A Z ORFNICHEA L CWB Z & E2F IRE KT D
FIREIHC RNasel2a BRBFEIND Z L &2MR LIz, ZhbOfERN G, RNasell2a DB{RT
ST B2F BE G R T EAERICHIE S Tnb Z E R S E 2 o7z, RNasel2 X, 77/ A DNA H
IS CTREVIAENTZ YRR 7 VAT Re45R - BrET 52 &, ko ENRZHERT 52
LRI SN TS, #L CAFs 12331 % RNasel2 IEMEDIE T id, WeakoRZE(LE 7/ A DNA
DAL EB X R -T2 N TENTE, £, Mgz FHEd saitkoMinn s/ 2 DNA
EHWCT AN ) BTN EITo7- & 25, EBLHROS 7 A DNA FBEEICH A{bSh TR Y,
FVEDVRXY VAF KNS ) b DNA PR LTV D Z EARS T, RNaseli2a D/ v
7 B CrIYe R oW (b & SRENE SASP 1T DO FHNFHE S, RNaseH2a OEFIFEILUZ &
o THINAZ (L2 L Cb AN RERIT i O &R & SASP s Ff S Ml S Z &b,
RNaseH2a DIEBUE T A, #1b CAFs (23517 B M e T i D PEA: & Bk o Y—% 41 L7z SASP
DFEICEBECTHLZ ENP LML Rotz, o, R AMNE FIWZFBRIZ K > T,
RNaseH2a OFFBUE T ix~ N U 7 ASREESRE 2 8 D SASP KFORB EFH 251X L, 2N A
OEBRETHECH S LT LTWG Z EWRBR SNz, KIBRAET AT ADANT ) A K&
WD D b DA S T2 R OB L 5 05 VRO RETUHE & RNaseH2a DIEBUKTIZ



13, WHHEOBRERH Y . SHIT, KBS A « FESEN A « JIHL A D TCCA 7 — & ~— A fif#f
DOFERMNS . 2 DO AHMERIZIUNT E2F1 OFEHL & RNasell2a OFBUZIEOHBERH D Z & |
RNaseH2a DFEBINMEVEBERE CTIIFENEN ERHA LN E R CGCHRL) &

A LA SR CHW S D Mias N an 7 a7 4 I 7 ARl O FE /S 53HTIE 3 FlJH
DENL G HEO4TT, IEFE LR 53 Wh S LD EVs O RS 7b>j:%-_%<ﬂfoc5 M
B SN, E-. Z{LHMEE EVs & BERE & LT BTV % Werner JE EHED B Hlia b
S EVs Il L CEREBTH 2 X7 L LCATP6VODL & RTN4 Z[RIE LTz, T B 2 DD H
VR, S U AOMERO BVs I ABICRES W Z &b BB b~ —h
— & LCTHRNOZLIBOFELZ R CX 2 REEN R S (3CHk2) o

[(BRLELD]

AWFIED B . #A{b CAFs IR W CHAE IR Y —D U > R L 7e DK R BPEEA S LD
4y FHERE L L C, RNaseH2a OFHUR FHAEETHH Z &, X HIT RNaseH2a DIEELFHEIZIT E2F
EERFEASERPEIE L TCWAZ R LNE oz (M) , AN S, Bl 53
4% SASP K FD—>Tdh 5 EVs I& 45 ATP6VODL & RTN4 23, #rLWE(L~—h—¢& Lfﬁ
JATHDHAREMEN RSN, FE, RN S Z(LHIIRD A% BRI FRE T 5 Senolytic
drug DBAFEHED STV DA, IEHfEIC Senolytic drug #5925 R 2 432 Hike, K
N DA B E 2 37l 2 FIRIIREMSL STV RV, 41, B bOMIEHR D EVs 25
IhBDE~—D—E T D & T, Senolytic drug OMUIZRIK G- R WREIZ /R D Z &3]
BEND, ST, ABIZENHEAL CAFs OAIBIEHH AR I BE L C & BBRR O E B3 G 54T
WADT, 5% aEtED 5 = LT, #{kCAFs #HER & L7123 LWIBRFRIEDOBRE~ZRIT5H =
ExHELTWD,

IEE CAFs
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