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Figure 10 Rat vein grafts
4 weeks after the bypass,
stained with Elastica-van
Gieson’s (original magni-
fication x100, A: Control,
B: FR-167653).
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Figure 200 Luminal area 4 weeks after the bypass (Control vs.
FR-167653).

Control

good

01 o0o0o0o0oddMmCer-1

(019870 O O O NIHO Matsushimall 00 0 MCP-1 O O
0000000000 DO0ODODOODOOchemotactic
cytokinel OO OOUOOOOOOUOOODOOOOOOM
ogoMCP-1O00DO0O0DODOODODDOODOOOOO
O00doooooooo19ed dRess O OO OO
ooooOoOoOoOoOoOoOo®Moooo0o0o0O0Ooooo0
go0oo0o300o0obobooooooobooboon
godboboboooboboboouobobboooooog
goooooMCP-1mRNAOOODOODOODOODOODO
O00000™mo000000oo0o00ooooooon
gooboooomMecpP-1O0000000O0DO0ODODOO
godododoooboboooooooo

O2FR-1676530 0 000000O0OO0O

0199600 OO0 Yamamotoll O O TNF-« IL-130 0 0 0O O
00 0OFR-1676581 O O O pyrazolotriazined 0 O O
C24H18FN502-H2S0.-H00 0 0 0 5430 0 0 0 01 O
goo00booobbDFrr-1676530 0 0 00O0O0O0OO
gbooooobodpssMAPKOOOOOOODOOO
00000000 DOFR-1676530 p38 MAPKL O O OO
000000 o000o00ooooooooooon
FR-1676530 0 O O O O O O interposition vein graftd [
000o0o000o0o0ooUooooooooo®mon
MO0 p38 MAPKO OO FR-1676530 0 0000 0OMO

April 25, 2005

Serum MCP-1 Levels

pg/ml mean+SEM, each n=5
2001 16910 pg/ml
p=0.006
1501
112+12 pg/ml

507

0 -
FR-167653

Figure 30 Serum MCP-1 levels 4 weeks after the bypass
(Control vs. FR-167653).
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Figure 40 The hypothetical mechanism of FR-167653 against postoperative intimal hyperplasia (yellow).
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M echanism of FR-167653 against Postoper ative Intimal Hyperplasia

Mitsuhiro Yamamura, Yuji Miyamoto, Sukemasa Mukai, Hiroe Tanaka,
Masaaki Ryomoto, Yoshiteru Yoshioka, and Masanori Kgji

Department of Cardiovascular Surgery, Hyogo College of Medicine, Hyogo, Japan

Key words: postoperative intimal hyperplasia, monocyte chemoattractant protein-1, p38 mitogen
activated protein kinase, FR-167653

We have reported that FR-167653 (Fujisawa Pharm. Co., Ltd., Osaka/Astellas Pharm. Inc., Tokyo), an inhibitor of
p38 mitogen activated protein kinase (p38 MAPK) can suppress postoperative intimal hyperplasia developed after the
vein graft in arat model. Monocyte chemoattractant protein-1 (MCP-1) is reported as the most potent chemoattractant
chemokine for monocyte & macrophage, which infiltrates into vessel walls before the development of intimal hyper-
plasia. In this study, we evaluated intimal areasin the rat vein grafts, and rat serum levels of MCP-1 4 weeks after the vein
bypass grafting, in order to clarify the mechanism of FR-167653. In ten male rats (487+5g), we interposed the right
epigastric vein graftsinto the common femoral arteries. The rats were divided into two groups: group FR (n = 5) with the
preoperative administration of FR-167653 4.01.g/g, and the control group (n = 5) with the same dose of saline. The mean
of intimal hyperplasiain group FR was significantly lower, compared with the control group (0.05+0.02 mm?vs. 0.43+0.05
mm?, p<0.001). The mean of rats serum MCP-1 levelsin group FR was also significantly lower, compared with the
control group (112412 pg/ml vs. 169+ 10 pg/ml, p = 0.006). Considering p38 MAPK isknown to play an important role
in increasing MCP-1 of vessel endothelial cells, our results suggest that FR-167653 can suppress postoperative intimal
hyperplasia developed after the vein graft by inhibiting MCP-1 in vessel endothelial cells.

(3 Jpn Coll Angiol, 2005, 45: 263-267)
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