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multi-pathogenesis aging research based on the Down syndrome aneuploidy model
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Down syndrome (DS) is generally recognized as an early aging model.
Epidemiologically, DS patients have high risks of cardiac malformation and growth retardation in
developmental stages, whereas they significantly reduced incidence of solid tumors, atherosclerosis,
and hypertension, as known the aged vascular disease. We have reported DS-related genes timely and
spatially separated function under the vascular bed in various organs. Through the research project,
we newly discovered that loss of DSCR-1, a critical DS gene, led to hypercholesterolemia, liver
steatosis, and corneal opacity, which was exaggerated in the combined null mutation of ApoE.
Mechanistically, there is at least a complicated feedforward system with SDF-1/CXCR4, and SREBP2
activation circuits in endothelial cells and hepatocytes, respectively.
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HIMIRDOEN & 72 D887 25 25 & T OEMERINEZR OFFREMIICIX, ¥ v JER MO
fadg D 7 v~ F AR BAE RS BB - 5550 - Yo R ER & . BT L~ U 2 & W in vivo
TOFEFENRA[ R Lo TE T2,

2. WEOHBY

Z 2 CAKIFZE CIE i A PN Rz A - R e - 3 R - RS I 2 TP LT 2 EN
T D B A A e Y BRI P Y R AR 0 &7 7 DR L X0 U RETRRERRAT O FE
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WV, IRICENIREELAIFGEI 0 L7 C57/BL6] DEIAYY B % &> DSCR-1 &ApoE [Hi/KiE~ 7
ADan=—2E %, SIEHEMML T, B8 2L A7 0 — 1 R#OZB 2 B4R (WT) <
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STHREBRABREHTFRD SN2 h o7z, KITE = L AT 10—/ /VIENS S 27
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F v NU—27ZX 7 ERF ERG G35 Z &, WML EHET G K 72 .0 &
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L LUTHEREL . ZOREETO H2A119Ub L& —@MICED &8, MLL3/4 OFA X AR
FTd 5D PTIP A bivalent TEIBIZHEST 5 Z & T H3Kd4med ~— 7 DNEMIND, 2D LIHIZ
L& AR\ B T B E IR B - RED A A VEGF FIIIC T —@PEICFF S & 2 Hied CHEbA 72
WEEMA LR G~ > F U — DR % A3 Z & 235 HKk7- (Cell Rep 38 2022 cover illustration), i
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L3, T2 IATHRENE LN TS Z Enn, XU U ENMEIZIERIERN TH v | mE Tl
{EHE I E59 25 2 EARIB & Tz,

LHOFHETIL, L BEERENDOX T VEET NV T AEZLRENNNLTHI b A A
ICED TV, w7 A ES MIICH SN U LoxP HEAI LA NT 7 & 16 HFYEIET LIV
WZE & T AV ATEDDOT LY haRL—arvdy 2 BUTOMERHAHZ L. FORE
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