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Contribution of IFNg to thrombotic formation and endothelial damage and
clarification of development in chronic thromboembolic pulmonary hypertension

Shigeta, Ayako

2,300,000

IFNy
(CTEPH) IFNy CTEPH IFNy
2

in vitro IFNy

IFN RNA IFNy
RNA

In this study, It was estimated if IFNy would relate to development of chronic
thromboembolic pulmonary hypertension. We divided patients with CTEPH into 2 group depending on serum
IFNy within measuring range of serum IFNy or more than it. Patients with IFNy more than measuring
range had significant more peripheral thrombosis. INFy stimulation induced production of inflammatory
cytokines and cell attachment molecules in pulmonary arterial endothelial cels. In terms of endothelial
cells derived from removed thrombosis by pulmonary endoarterectomy, RNA expression related to
inflammation were much higher even without IFNy stimulation and induced further with IFNy stimulation.
However interestingly, IFNy stimulation reduced RNA expression related to coagulation.

IFNy



(CTEPH)
CTEPH
insitu
CTEPH
molecule
CTEPH
IFNy Thl Tc NK
Thl NK
IFNy
IFNy
TNFa  MCP-1 RANTES
Fas
TNFa
Endothelin-1 mRNA
Endothelin-1 IFNy

nitric oxide

IFNy
MMPO  VEGF

IFNy

IFNy
IFNy
IFNy
CTEPH
in situ
IFNy
CTEPH
(CTEPH)
CTEPH
in situ
molecule
IFNy
IFNy
IFNy
CTEPH
IFNy
IFNy CTEPH

(1) CTEPH IFNy ELISA



(2) CTEPH
CD31
©)
IFNy 4000 24
BioPlex
( IL-13  IL-1ra

IL-2 IL-4 IL-5 IL-6 IL-7 IL-8 IL-9

IL-10 IL-12 IL-13 IL-15 IL-17 Eotaxin

FGF-b G-CSF IP-10 MCP-1 MIP-1a MIP-1b

PDGF-bb RANTES TNF-a  VEGF) IFNy
IFNy

(4) CTEPH

( )
IFNy 4000 24

RT?Profiler™ PCR Array

RNA

RNA
IFNy

IFNy

(CTEPH)
IFNy

(1) CTEPH 1FNy

CTEPH 45 IFNy 45
33

Mann-whitney U

Central disease

score( )

(P=0.006)( 1)

1. IFNy Central disease score
IFNy
Central disease score
(P=0.006)
(2) CTEPH
CTEPH
CD31
(€)
IFNy
IFNy IL-1B

IL-1ra IL-2 IL-4 IL-5 IL-6 IL-7 IL-9
IL-10 1L-12 IL-13 IL-15 IL-17 Eotaxin
IP-10 MCP-1 MIP-1a MIP-1b PDGF-bb

RANTES TNF-a IL-8

IFN
Y
IL-13  IP-10 RANTES 1L-12



IL-13 GM-CSF PDGF-bb TNF-a  VEGF
IFNy
IFNy TNFa
8pg/ml  5pg/ml
2pg/ml
40pg/ml 20
TNFa
IFNy
IFNy VEGF
244pg/ml 174pg/ml
IFNy 6 3
0.56ng/ml
VEGF
VEGF IFNy
VEGF
O
RNA
CTEPH
( ) IFNy
CXCL1 IL8 MAP2K1
PTGS2 RNA IFN
Y
CSF1  RNA
F2RL3  RNA
KDR  RNA
RNA
IFNy
IFNy RNA

IFNy
RNA
RNA
IFNy
Bioplex
IFNy VEGF
RNA
IFNy
IFNy

IFNy CTEPH



Proc. Am. Thorac. Soc. 3, 609-614,
2006

Am J Physiol Lung Cell Mol Physiol.
303:L141-51, 2012

J Clin Invest. 90879-887, 1992

J Clin Invest. 121: 2911-2920, 2011

€Y
SHIGETA Ayako

70436369



