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Animal model of chronic thromboembolic pulmonary hypertension by cells
proliferating within pulmonary arteries
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Establishing an animal model of chronic thromboembolic pulmonary
hypertension (CTEPH) was not successful .We injected intravenously sarcoma-like cells (SCLs cellls),
myofibroblast cells to SCID mice or F344 rats. However, those cells did not proliferated. We
established a cell line of pulmonary intimal sarcoma during the studying period. The cells have the
requirement of malignant cells including tumorgenesis in rats. The cells highly expressed tyrosine
kinase receptors (TKRs) including platelete-derived growth factor and vascular endothelial growth
factor receptors (PDGFR and VEGFR). Pazopanib, which is a tyrosine kinase inhibitor (TKIs), could
inhibit the proliferation of PIS-1 cells and the growth of subcutaneous tumor in rats. It was
suggested that TKRs might be an treatment target for pulmonary intimal sarcoma.
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=P 1 AG FE 4 fii v (LS (CTEPH) 13, BB IR IZ %47 L 7= ae B ALl Ae & foe 36 - 2 ifives i

JESE % F58 & D ERAMER B CTH D, CTEPH OJRREMRIAZ HEE L\ < D203 DIEEN D

D% CTEPH AL A2 2> DM Z /3B - 5548 L Z DR E B O N T 52 & Th 5D,
RRMEZE I 2338 LSRR & R RE A2 LIl L 72 A R o2 B 5 IS
T 5L L bIZ (Int J Cardiol. 159:119, 2012), I OMMAEHY PN E ARG O R HE R ML~z
(P9 Rz B BRI OF AR ICRE5- L T\ 5D Z & 2 BT L7z (Sakao S,
et al. Respir Res. 2011:12:109).

b 9 — OO AN CTEPH %5 b 7o il i i FEE O R (2B 41D UV ET U o VT
FAZHOWT DR T %, CTEPH [FUTHFEIRICIRAT L T 2 3 E AR 25 K & 7o
FINREHE CTH D03, mACROMEMBIAR Y €7 U > 703 MATERESS KOV A ZSHARE
RERWBLERIETZEE2HLMNE L (Jujo T, et al. PLOS ONE. 2015 and 2016), &
HIZ L L, CTEPHIZBWTHIINE V&7 U > 7 &2 T HFZ O L DILRIERHTH Y |
CTEPH ET NVEMWIER CORGEN LI L E X bivlz, & bICimlEET LEMICBIT 5
JREIAR D £7 U o 7 OEEICBWTHEERICY 7 U > 7 O8RS 3G HI47 2 E (RVSP) &
HEZIEOMENH 5 = & % B 72 L7z (Takeuchi T, Jujo T, et al. Histol Histopathol 2016),
L7 L7223 5 CTEPH (236817 2 AR AR O 12 PR LR T 36 K OSRIEER 70 OIFEAR U €7 Y
VIS AP L TR, REARBITH S,
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SD 7w b & T MK RIET v Mk L VEGF 2 R IAHEHIAR & KER K085 & OF ) L 7=
L FE QLR (Su-Hx &7 V) Z i & & & (2, CTEPH A RRAE SR AR O K28 11215 & 7= PO RERE
fifE (SCLs) (Jujo T, et al. Int J Oncol. 2012) SCHRRKEEAMIALA & CTEPH 2015 b
TR MR OFARNES 247V RIS MLESE2 e 2 CTEPH & 7 /L EEREN W fife 37
R L, WEZE L7277 v MZBW IO R ARTHOAT D 7 — T Vi
TOMITEIREDRE, 7 a—H A h X kU —722 EOMiEEMIROFEM ATV, T /VHEST
IZOWTOREEITHY 2 & & LT,
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FERBAAATL  FHENICIRVYSD T v R RONT MifasaE KR T » Mk LT VEGF 2 AR FEHL3E &
IXEA R C L D i@ M ELIE AT 5 & & bio, SR OFIRNE 5417 - 72, CTEPH
DB MAR D> D Sy BEREEE U 7o iSRRI X E RIS L A HER 2 E I X nWFho T »
MIbAEEZRBORN>T, SCLs 1L THIIKIB T » hCTAE L7y, HEMEEDEWEIT 1
—2 y AIEECRETHRERMAEGFEHDL Z LN TE ed oo, AIFFEGEZ 17T 5
7o, Frlc 2B 5RO BNBE L E X b,

B e B R OB & L CHFEEIIPNIZ 4 BE T RN &2 1T o 72 I Eh AR f & PN IS PR i o>
BRI 2 P BRI O MMBRRR 2 W8S U7, TR I A2 PN RS ) RV BB R 22 S 5 &
T OO TG TH Y . Z OMBMEINLITH R ) TH 4 13 PIS-1 (pulmonary intimal
sarcoma—1) & fn4a L7z, PIS-1 (I W HEGEAE & iR RE . AR 1 89 R % & P (genetic
instability) . EY COMEEERAER Fio7n CEMEHIIE E L COMBLRMEEHZ L TN D
T xR LI,
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SHIZZOMITTF ey X T —EZFEREmBO THEI L TNWDL I 2R, Friv
¥ —EZ BRI EI CTH 2D Pazopanib CTHIFIBEAEHNGIF KOV v MMZIST 2 I 4 i)
LoDFERNE LI (K3, 4), MBIIRNIEEIEICSE L, AR bFRE L ¥ 2 ke
SALTUWRWAY, Pazopanib [ 3L FARESEA DA & 72 0 155, Pazopanib IZAH THEEIC

MR ) k9 2 PR SRR S TR Y . ARBFZE T O 7o kR4 2 i RN
R IE O VR REIEMESL & H #6 L 72 Pazopanib & H W2 BRIRAFZE~ & F8E L TV < AIREMEDR &
5EBZD,

725, PIS-1 Z M@ MESE T » MG LA BRHAEFS ST, CTEPH £ 51
RIS RN LE SR -T-, L L, FHEHRAN CHISES 2 MRk — o8 2 7=
ZElz Rk, MERICI T DRI TEEE T  OFENR U &7 U o ZTEROEIZ T T%
AWRT 70 —F ZAREE T DY — IR D EBEZTWD, 5%, 29 LIcHIEA T R K
— VA UEZ R L, BHIRICHEIRY €7 U o 7 AR S DB 0y R 722 7
T —FEToTNETLNEZEZTND,
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