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WEFERE S OMEZE (F23L)  : On embryonic day (E) 9.5, nitrofen was given to pregnant Sprague-Dawley rats

to establish a CDH-related lung hypoplasia model, whereas normal rats received the vehicle only.
The same day, either ONO-1301SR or a placebo was also randomly administered. On E21.5, the fetuses
of the normal group and those exhibiting CDH were analyzed. The lung—to—body weight ratio in the CDH
+ONO group was greater than that in the CDH group. Histologically, the number of Ttf-1-positive
cells and the capillary density were 1.5 times greater in the CDH+ONO group than in the CDH group,
and this increase was associated with higher expression of VEGF in the CDH+ONO group, suggesting
enhanced development of the alveolar and capillary networks. Thus, prenatal ONO-1301SR was
protective against the progression of lung hypoplasia associated with CDH in a nitrofen—induced rat
model, indicating the potential of this treatment for pathologies exhibiting lung hypoplasia
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1. WFEBRAE SO 5
FENR - RIS, R (M) ICRIETD25E8 L. kM (BeRM) ([CIET D
A endd, ZIRENIIIET HHENR - IR ARIL, B REMBE~ V=7, JEXM5E
JatEmg R, BRI, MRVEIRIEPAZEMER B2 SIChEfE L CRIET 2 Z &b TV D, H
JiE FE IR RR PR RIS K - TIERITHE IS < . mE ORI O TR IIMmH TRERTHLH, =
N5 ZREGIRIARTE ATk U Tl #8722 BRI R EIRIE 21T 2 X D RIREME N B D & & 2
LNTET,

T RMERERIEA~ L =7 1%, DN ETHER 200 FIFRERIET 25 DEBTH S, EFRITH
80% & TH AR T, AFHIZHB T H EMIRERTHN 15%FRREFET D, BIEFOFET- 59
REIT, RERRIR DS R 72 KIBFLZ 18 U TN IR A L 72 IESBges O 812 & > TR S
B U DHHMEIEAR & & OARTZEHTIZ AL S Fr AL VBB If i U SE CTd 5, T DR W2 Wil
DA I XY DODBETIIAIEDK) 75% N HARTZK 4T Y (Nagata K et al. J Pediatr
Surg 2013), ZOEWIRERWIHEE AL L AL TOREMIIIEFICHEERIBROBE LS
ZHID, EFETIE, BBIRIEE E L TRICK Th%E S - ir AUE PAZENT  (Fetal Endotracheal
Occlusion : FETO) @ B2z O ETH MG Sz, L LR bR S &0
TAED FHRITKARRTH Y . RIEOE 2D THRUGEDTZDITIE, BUERA LN TV LRI
7R IRIRIEIR DO B 72 59, HFN G- A2 Tl & L2872 72 G IR IGIR DBA%E & 2 OGRS BN 25
Lo TWnD,

Nitrofen #%% 7 » FMRIZECE 7 VIE, & MIBT D AERMARE~LV =7 & S % B
BLEmERETNVE LTAS HWHENTE 7 (Ambrose AM et al. Toxicol Appl
Pharmacol 1971), ARET/VIIANE TH BN AR O 72 295HE  REARMSE S5 - Miifa
R - flE R ORD, BRI AE g5 ORRE, A ROGMEDZEAL (I YEIRAE O T /i &
IHEREOHEER)) ZFHEL LTS Z EBNM BN TWND, RET L EHAWT, MK E Z stk
5 ffiE %3 2 M8 WIRIR O R EF I Thbiviad -, b, RET/LVOMMEIRERE LT
FEHNIC—R{k %% (NO) (Shinkai M et al. J Pediatr Surg 2005)<°> VEGF(Shinkai M et al.
J Pediatr Surg 2006)% £ 595 Z & THiEEAEE IR Hiv, RET IVORMKIZA AR
VAT T —E5HEKTH 2 Sildenafil 2532 2 & T AR OfiE ME O SCER)
BB Lz, L LEERISHA~IZZE - TuZeny,

ONO-1301 (BAF, AAD 1%, {LFREEEFF ORI T B AX I A 7 U V2 FET 4=
ARNBIOR M U ARXH oAKRAERE LCHEINT, TaRXZY A7) 0%, 2075
MAETRRVEAIC X - THim TR L L CTHKR THW STV DN, AH G RO MAE ik
SREAICINZ T, 8 e it /e . It sEk v (HGF) /i /& PN R HE fa FiE K] -1
(VEGF) 72 EOWNRMEHFGER BB EEH 2005 Z ERWmE I Tnb, EERIZIE,
A& FAEEASCHEIMEDOUGEER bR S TS, T7abb, w7 ALHHEET /LIZEH L
TARANZFEIE DA RFTEAT 5 2 & T, FHZEMER~O M F £ DEEE D UGENFRD H vl
Z & (Nakamura K et al. Clin Sci 2007). 7 > BHfiE f)£E 7 ATk U CARKI Z 8 0 B2 T i
H2479 &, AEPERSCHEINRFPEIEENSGE L2 Z & (Kataoka M et al. Am J Respir Crit
Care Med 2005) /R &iiz, 728, 70 AX YA 7 U 3EEREEIEOIEAICTH LR, K
#1Z PLGA (poly (D,L-lactic-co-glycolic acid)) ~A 7 0 A7 = TIZEA X5 2 & THiE
H%) (DDS: ONO-1301 SR) & L CHHRE SN T, HEHRL TH RO R Z RRFRMER T 5
£ 91272572 (Obata H et al. Am J Respir Crit Care Med),

2. WHEDOHB

S RMERRNRIEA~ L =7 70 I 5 IR AR XT3 2 IR IR, SRRl BV T HERRICE
WTHAZDORBIBENHIFFS LTV D, ITH, BSEERIZ X 5 nitrofen 758 7 v MlKIERET
VAT % 3 A DT BRI T, Sildenafil O RHARR 512 K - THE IR O TR AR EES) 535
F OV & £ D SGEN R DT D BT L WFgEEE /e (Luong C et al. Circulation 2011),
AICEERFFEEE L, 2 S ORFFEENN A2 % £ 2 T, nitrofen #% 7 v MKIERT T VI L
T, 7RAAY A7)V UZRFETI=AFTHY, ba R AXH o AkLEEROS S
ONO-1301 MS %, RHAREH T& G L CRIEIBE ATV, TRV O s 2h S ds I OV &) i
JEOREDREZRFTHZ 2B ET D, AFEHREIL. S%RIERERMBEE~L =7 21310
O LT HHANR RIS ICR T 2 REE E U CURRICHICEET D Z RIS,

3. WrEo ik

HEERENY)IZ 1L Sprague—Dawley 7 v b (FEIRGH 22 H) 2 AW 5, 1ER 9.5 H ORERIZ nitrofen
100mg A4V —7 A AL Iml ITIEML T, BY T2 HWTHEN~ERS L, FIR21.5 B2
FUIBHIC T2 i S8, MR~ L =7 OF 8, KR K& OV & fLE O IZ- >V Tl
AR X OB BT« ¥ v 7 BEO TR 21T - 72, MEERE T AN 28 L TE
RTEDZ L EMRLIZDBIT, ONO-1301SR % RHERIC G- L CHEEE 21. 5 BIZHBF 2 &8
72, control Bt (EHEAMIAKDA) LHMBEFRHER X OB R - & 237 BHEOE BT
Lg% Z L2 K 5 T, ONO-1301SR D AR ERFS I UMl i+ 026 9 2 e s S 2 feas L7z,



4. WFFERRHE

ONO-1301SR DF5H £ G- K D& G- 82DV TR L7z, 5B 12DV T 3mg/kg. 10mg/kg.
30mg/kg IZHR Y 73T, - GRHNICOW TN 9.5 H, 11.5 H, 13.5 HIZIRY 37, &
OFER, F b IEERELOBEIMAFTRD b, MR OUEH L RZEBO N4k 9.5 HIZ
30mg/kg P 545 HiEE R Uiz, VISR 21,5 RIS EGIBIC Tl L. B HICEIE S
., R RIBILOFEREZRB L0 Bz L, 3l %217 > 72, ONO-1301SR #5-#EThf
RIS D5 DNA B X /87 &N A EICHIIN L, BRI OSBRI R S T,
A~ R U o U YO OO i BB T AR A G U B E O BRI A 1T o 72,
AR L L C ONO-1301SR % 5-#F T GRAIC L U O il g iz iEgE s A B im L <R 0 .,
i3 BRI XN 7-, F 7= Elastica—van—-Gieson a2 TSR IEALE 2 3101 UtiE
ML OB PR A 1T > 720 fEH & LT, ONO-1301SR $¢ 5-8f TIEHE GEEIT EE L C i@k Fh s
JEESA BB L TR0 . MG mEOSGE RS R Sz, & 612 TR B iilao~
—H—ToHD Ttli-1 OREFEYEEIT -T2 L T A, ONO-1301SR £ 5HET Ter-1 BEPEMa s FER
HROCH L CHEICHEML TRV, MkShE 2R Sz, £mENEHRO~—5—T
3% Isolectin B4 % AN /= YL Tk ONO-1301SR $¢ 57 TR G- RFEIZEL LT Isolectin B4 B
FEIA A EICHEIN L TR Y  MmERBERhE D I iz, & 51, PCRIB L UM Western blotting
[T, ONO-1301SR #5-RETIE, JRIEMICIIT 5D VEGE OREN/AEICE < . RIEOMaE L
Jili if. 75 58~ D D IRIE X Tz,
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Messam ) G 2 1)
Ol B, BIZER WP 2 BAERK e RIEMRE~ L =712 28R R

TBEORYE NESAE 2017 49(6) 5 555-560 HHA
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Yoshiki Sakai, Yoshiki Sawa, Hiroomi Okuyama: Enhanced Pulmonary Vascular and
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