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The purpose of this study was to test whether urinary Extracellular vesicles
(EVs) miR-21 in preterm infants is a biomarker for CLD and to evaluate the role of miR-21 in CLD
using miR-21 trangenic mice and wild-type CLD mice treated with miR-21 inhibitors. 21 in CLD using
miR-21 trangenic mice and wild-type CLD mice treated with miR-21 inhibitors.
Although we were able to detect EVs in urine, we were not able to analyze the expression of miR-21.
In mice, miR-21 inhibitor-treated and miR-21 heterozygous deficient mice showed significant weight
gain at day 7 compared to controls.
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CLD X, Hin 28 M2 T, FEREESERA Rl T2 . REAIZ & o> THEERAIHED 1 ST,
Pt iz, N TIRERER, RIEZ EICFE S MRBREEIC L 2 Mtk OMMIERARETH S, F 30%
ORI ARE RN EAE CLD ICE Y | FEAEENR =B OO RNEm WV, R OZIEE 2 8
MDT=DITIL, CLD D X & 7 IR BRI & T BLIRREEBRE N 2K CTh 5, HrE I MEREE £ (CLD)
IIRAROEEREGIHED DT, BMIEZRBRBYR ENEDL LN EORIEA =X LFH 5
MTRY, HEEE L. EIRERSE AT CIER L7 CLD = 7 A i Tl%. microRNA-21 (miR-21) D%
BN EH L, CLD =7 A2 miR-21 Pl &2 B 575 L MEAREE N S ET A Z L 2R A LT, &
7. BPEROMIEN S miRNA # WA 27 vV Y — L%+ 2% = & 1ossh L, CLD W& Cldimig
7V —AniR-21 A28 IZ EHTHZ ENbooTm,
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ARFZED B 91, OmiR—21 ~F 2 /KHB CLD =™ 2 & miR-21 #5784 < 7 2
ZHWT, CLD IZ31) D miR-21 O&E|Z oy AW F0 ., REARR A L, miR-21 23759
BN 0ERGET 22 8 @R ERORY O v — A niR-21 OFRRBMFHT 2170, CLD
DIRR A 2 IIE TR D NA F~— I — IR DNERFETHZ L TH D,
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1) miR-21 ~7 1 K48 CLD ~ 7 & & BpAEHI CLD ~ 7 2 DO /E#Y
miR-21 ~7 v KE~ T ZAOMEREZ B L, A 12 KRN OfF~ T A%, R~ o X LI8T
R ERER T v 3= (Fi02 0.95) 12 7 AfM&# L, FEHEH L hr—n 25,

2) miR-21 HFIO~ T ZA~D¥h
CLD = 7 AT 20mg/kg/dose (Blood, 120:1678-86, 2012) ® miR-21 NI & A FR AR K %
TUEST 5 (Proc Natl Acad Sci USA, 101:12658-63, 2004), #5520 FITAFEFAY, Tk ERAH
M), 3 TAEDTH) BER mRNA OfITC T = A% 7 vy e L) IZFHiT 5.
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~ 7 ADAEFRFRIEHmIE, AR TR M) R B RE AR AT EE S (BUXCO) C— RS, PR
Z, Bin 7 & A 14 1ICEHET 5,

3) <7 A[fiA S D total RNA fhiH
~ U AOLENILB#E 7 \ZEREUIE, B HIZ RNA PRFRERICIRIE L, MR OFAFAE A
WARTFET 5, RNA HhiHHIZ1X mirVana miRNA Isolation kit (Ambion) 25,

4) CLD =7 ZZ81F 5 miR-21 2344 5 mRNA D[FIE
i L7- total RNA % miR-21 234195 mRNA OFEBUENT 21T\ . FEH mRNA 2 RIET 5,

5) JREAHAR T, S TR AR
His 7 OMFHAEAZ T, M3 ERIEIZ OV T Radial Alveolar Count (Am J
Respir Cell Mol Biol, 40:511-8, 2009) % . Y miRNA OJFERAARFAIFEMIX In situ
hybridization T{T95 (Am J Respir Cell Mol Biol, 45: 287-94, 2010),

6) BEENLD IR DEREL & miR-21 DI BT

RIGE 32 ARG CTHA L, AN TS 25 L2 FpER T ZFEORENMS bR & A
e, H#lm 7. 14, 28, {&1F 36 WIZEREUT 5, JRIZ, BEUE., —80°CTHRAFT 5, MiA%I 40
SEG A2 BEEE 35, 2 W TEEL, = O8EIXE TS0 (AJP lung. 311:L1218-32,2016)
EBBIATH, Flo, =27 YV — AITIINEEEREDN 202D | Fli¥) O miRNA TéH % ath-miR-
159 % —7E & (3pg) total RNAJHMANIIINIZ, IMBIEAREL 95, CLD OF B EEL ST C
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IZHOWTh, SR VY — A0 niR-21 OFBEEICENDH L E 5 NkgEd 5,
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miR-21 KO v 7 A, ~T KRB~ T A, W IZBIT D @il R R % O R E N
TRUTTRT L 92 miR-21K0 v 7 2o~ T m K~ U A TR RER W L0, A7
TORENEIVEML, £72, ~TrXE~ VAR KO v 7 2L HERED L VENT S
ZEDBRHLMNTR ST,

Birth Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7
WT  1.27£0.01 1.35£0.02 1.68+0.03 1.99+0.04 2.2310.07 2.3210.04 2.40+0.05 2.69+0.06
HT  1.35+0.03 1.36x0.02 1.55:£0.03 1.93+0.02 2.32+0.04 2.63+0.06§ 2.89+0.108 3.32+0.08%
KO  1.27+0.05 1.42+0.10 1.55+0.11 1.87+0.07 2.17+0.10 2.53%0.10 2.92+0.178 3.05+0.158
miR-21 #HIFIBE G-~ 7 221 B A FR R AR
TRO LS, miR-21 {FFR G~ 7 ATk be— VBRI, BRREHER. 7 H,
14 Bz, MERLVEHELTWHWDZ EBHLNIR -T2,

Body weight gain during postnatal period

Birth Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 Day 14
Air 1.31£0.02 1.43+0.02 1.62+0.03 1.82+0.04 2.19:£0.04 2.71+0.06 2.91+0.09 3.34+0.10 6.10+0.16
0, 1.27+0.01 1.35:0.02 1.68+0.03 1.99:£0.04 2.23:0.07 2.32+0.04 2.40+0.05 2.69:0.06 5.50+0.22
Air 1.21£0.00 1.36+0.03 1.55+0.04 1.89+0.03 2.14+0.11 2.72+0.05 2.99+0.05 3.38+0.17 6.01+0.17
O, 1.30+0.05 1.35+0.03 1.55+0.08 1.88+0.06 2.19+0.07 2.45+0.09 2.57+0.04 2.85+0.08%5.88+0.17%

N=5-37

Mock

miR-21 Inhibitor

miR-21 HHIFIEE G-~ 7 2123 1F B A PR AR

£/, FPEERERA CIE. FRIO X 912, miR-21 #fF&E G~ 2 Tld=a s b o —/Lif
(ZH BAEIRIE L. Hilin 7 CIEOFHRAKES 1 BKEICE T b oo, Bl

14;7?011n1R—211nhibitor‘%EE?E?TFmF@§[j§&é:§}E?%&;&§%ﬁ>@ﬁ%§1/7fb\7to miR-21

AT RREY T ATHEBEROFMENE L2, niR-21 REXRE~ T A TIIEAE

I CLD = 7 A & Fe_IER A RR I X L3 72 o T,

miR-21 inhibitor does not alter lung function at day 7 in mice exposed to hyperoxia.
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miR-21 lung at day 14 in mice exposed to hyperoxia.
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