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WFZER S OBEE (F3C) : PGL,~IP signaling in EPCs is crucial for neovascularization, and
plays an important role for tumor growth. PGI,—IP signaling in bone marrow—derived cells
(BMDCs), including EPCs, participates in the process of the formation of lung tumor
metastasis in lung very much. We showed the possibility of lung cancer treatment targeting

PGI,-TP signaling.
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— LLC (non-small cell lung cancer derived
from C57BL/6]J mice)



— DsRed-labeled LLC (LLC/DsRed)
(non—-small cell lung cancer derived from
C57BL/6] mice)

— MS-1-L (human small cell lung cancer)
— SBC-1 (human small cell lung cancer)
— A549 (human non-small cell lung cancer)
— GFP-labeled A549 (A549/GFP) (human
non-small cell lung cancer)

— PC9 (human non-small cell lung cancer)
— WI38 (human lung fibroblast cell)
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IP receptor antagonist
— CAY 10441 (CAY)

IP receptor agonist

— Beraprost (BPS)
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(3) Ex vivo angiogenesis assay

c U ADKERREINRY 7 A HEEL . GFP
Bt DEPCs & F AT~ b U ¥ = LINIZE RS &
w7,

(4) Bone Marrow Transplantation and Tumor
Xenograft Mouse Model

- B (wild typed L < IXIP knockout)
TR LRTLE L7- L v By b~y
A (ICR nu/nu) (ZFHE L 7-,

« ZOEHBR~ T A O R T ICEBEEE B
FE L7,

« RFP—=17 2 ; SHEERD X A DCHTBL/6]~ 7
A
F D~ AD genetic backgrounds
— Wild type (WT)
— Wild type-GFP expressing (WI/GFP)
— IP knockout (IPKO)

LRV cii= s Ny 373
— 8D X A DCHTBL/6]~ 7 A
— 8RO A ADICR nu/nu~ v A

(5) Bone Marrow Transplantation and Mouse
Lung Metastasis Model

< BEEAN (wild typed L < 1ZIP knockout)
TR LRILE LB b~
Z (C57BL/6J % L < IZICR nu/nu) (ZAHH L7,
- ZOFHBN~ U A EE M R RER
HET 52 L CHilEET VAER LT,

« FF—<7x; 8-10#lRD A A DC5TBL/6]
<A
F D~ AD genetic backgrounds
— Wild type (WT)
— Wild type—GFP expressing (WT/GFP)
— IP knockout (IPKO)
— TP knockout—GFP expressing (IPKO/GFP)
D PV = s ey
— 8-10#H D A ZADCHTBL/6]~ 7 A
— 810 D A ADICR nu/nu~ 7 A

(6) In vitro study
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proliferation assay
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— Cytokine antibody array
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2 Ex vivo angiogenesis assay
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3  Bone Marrow Transplantation and
Tumor Xenograft Mouse Model ( F; MS-1-L
Xenograft., TF; SBC-1 Xenograft)
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6 /£; Macro fluorescence microscope.
4 ; Confocal laser scanning microscopy
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In vitro study
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