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Neointima formation®] A& monocyte
chemokine protein-1(MCP-1)/CC motif ligand
2(CCL2y2 7FF WA A= A= chemokine
o=2H F4 J(acute mechanical injury)*] &
W (arterial wall)olut FH =3 QFolA] mRNA
MCP-17} &= Fuket 79 4x7 Qo &
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19 2. Arterial remodelingS-

493744 T 8%

(£*]: Schober A et al., Thromb Haemost, 2007)
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Animal model Effect Mechanism

NHPL mouse, wire-injury, Neointima: 61.4% L | SMC proliferation |

femoral artery, genetic deletion of CCR2 Leukocytes —

HPL, apoE-/- mice, wire-injury, carotid Neointima: 47% | Macrophages |

artery, genetic deletion SMC content —

of CCR2 Early monocyte ad-
hesion |

NHPL monkey, balloon injury or stent, Balloon: = inflammation |

iliac artery, Anti human CCR2 mAb Stenc 46% |

NHPL mice and monkeys, cuff placement, | Neointima: 60% | Macrophages |

femoral artery, gene transfer of TND SMC proliferation +

HPL, rabbit, balloon injury, carotid Neointima 40% | Macrophages |

artery, gene transfer of TND Constrictive remo-
deling |

NHPL, rat, balloon, carotid artery, MCP-1 | Neointima: 55.6% L | SMC content |

Ab Leukocytes —

HPL, mice, venous interposition in carotid | Neointima 51% | SMC proliferation L

arteries, gene transfer of TND

NHPL, mice, heterotopic cardiac trans- Neointima: 39% | Leukocyte

plantation, gene transfer of TND infiltration |

NHPL, rat, monocrotaline-induced PH, Media: 29% 1 Monocyte recruit-

gene transfer of TND ment |

NHPL, rat, monocrotaline- Medial chickening | | Macrophages |

induced PH, MCP-1 Ab

NHPL, mice, angiotensin Il-induced hyper- | Wall thickness: 65%} | Macrophages |

tension, genetic deletion of CCR2

NHPL, mice, angiotensin |- Wall thickness | Macrophages |

induced hypertension, leukocyte-specific Proliferation |

CCR2 deletion

NHPL=non-hypedipidemic: HPL=hyperfipidemic. PH=pul ¥ hypertension.

I 3. 9% FER A A A A MCP-1/CCR29] A & =

ol 9she sl FozH ALY T HAA
Pl F83 7|Foew A8HT)
J# &4 & re-endothelializationS 2%+

a2 5T YoM e 38 (endothelial cell
recovery)*] 9l YE}+= neointimal growthS
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3. EHMIYN RANTES(CCL5)/ CCR1 CCR54
o

CC-chemokine RANTES(regulated upon activa-
tion, normally T-expressed, and presumably
secreted) © HA4do| o] i Pago] &
Asteld Eu)Eh Flow AefollA], &avho]
fr#l ¥ RANTESE 4To|A & p-selectin
o o3 AT EE st st
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s A= oM o] HA o] adhesiond}
=t F83 95 = v FHEAE
JAM-A 732 A3, apoE 24+ 23 mouse
o 7o <8l X% carotinoid 4 24l
A luminal RANTES®] &S ZAa=A
monocyte®] neointimal 3} neointimal 37
T 748 th =, luminal RANTES & 7t
e JAM-A FAAL dadelA fraE
RANTES®] N FAEZZ 9] deposition®] -
Z3l7] wjitoltt.

Cardiac allograft vasculopathy(CAV)ol|A4] coro-
nary artery®] infiltration¥]+= mononuclear cell,
microvessel®] WA ¥, 28|31 intimal SMCO]
Al RANTES @do] F7hetsith. CAVelA
RANTES receptord] CCR13} CCR42] o3&
neointimal 4373} mononuclearcell®] &= O
2o AEE HAA7IE 98-S skt wehA,
CAV Al RANTES®] receptor$! CCR13}

CCR5E Ao 23 CAVE 7HAANZ S 9]

neointimal SMCs

on ol w@ PEAHoT o|YYEES 37}
AL & AL Rolthad ).

4. Fractalkine/CX3R1& 94

Fractalkine& FZZ 22 chemokine} H|$3+
2192 membrane bound FENS} soluble FENZE
o). Transmembrane proteine integrin &<
Z O 2 leukocyte adhesion®] HTE 3}
soluble protein> chemo-attractant 542 7}
o} o]E e 54 CXC3R:%} A3t wkS-
YEebAT). in vitro 7gollA fractlkine® NF-kB
7148 BelA Edsid oAt SMC
oA F7kstal o]¥A S7Het fractalkine®]
&S monocyte adhesiong 3t} &% <l
& B3 re-endothelialization Wil
fractalkine2 &= += neointimal SMCOA]=

v A 9] monocyte recruitment’} EXE Zlo]

ofr
2 1

o

oot
rlo

T}. Femoral artery denudation Z@oA] frac-

Y JAM-A
Y CCRS
© RANTES
* P-selectin
platelot ™ PSGL-1

19 5. RANTES/CCR1/CCR52] < &
(£ *]: Schober A, Arterioscler Thromb Vasc Biol, 2008)

727



NBII=

4ol

Inflammatory Cell Recruitment

Monocytes

MCP-1, CCR2, CX3CR1, CCR5, RANTES

SMC accumulation

SPC recuitmen

Endothelialization

KC/Gro-a, CXCR2, MCP-1

SDF-1a, CX3CR1

29 6. & F A8 A Al chemkine¥} chemokine receptor2] &-o] uk-&-

talkine2 intimal SMC$®} endothelial cell©l A
o] ZIbE ATk CX3CR1 #3172 A
mouse®| 4] neointimal hyperplasia= ] &<l
Hlsl fofeiAl AT CXC3R1 &4
H#o =29 infiltration®}  SMC
proliferation®] 7raxell DAk Feo] k= A
< Yehll= Zolth. e A<l dasd

o ¥l pulmonary hypertension®l| 4] fractalkine

monocyte

L perivsscular inflammatory cell|A UERSE

CX3CRL medial SMCo|A] & =i th.

5. CXCL1(KC/GRO-a)2t CXCR2ell 2|8t
endothelial recovery

Atherosclerosis®| 4] CXC motif receptor 2
(CXCR2) ¥32 monocyte®] intimal accumu-
lationS 98l JAHEE ZO=E tiite] &4
3tel @I Eo|A  keratinocyte-derived
chemokine(KC)/growth-related oncogene(GRO)-a
9] 750] A7) wiEell vepdth. ApoE -
A2 A9 moused| A carotid A7)l &3+ &AF

& o
Fd9| neutraling KC A Fol&= KC ¥d&
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AA A A neointimal area®] Z7te} P79
M3 recovery FolE AR 2}t 1o
93l neointimal macrophage$} SMC  con-
tente= KC Ao Fd& A 43Ut CXCR2
< in vivoollAe A EE Ea A EolA
AHE T jn vitrodl XM= WIHMESL wound
healingell KCell 2J3] f=%Utt 28z &
HlE KCel ¢]3] A% neointimal macro-
phagees BTN IME recoveryS =34 &
#S H3E3A "ok 2822 chemokine
vascular remodeling A2l 7]o{g ¥t opug},
AWM E recoveryoll ]38k vascular healing
o= Hogr}.

¢
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E

ChemokineZ 752202 tjekst chemokined}
o] ¥38& 584 arterial remodeling 3 %
Asth@d 5). o213k #A-E2 %3] chemokine
e}

2 artherogenesis$} non-artherogenic arterial

remodeling Atolol] ThFst 282 @ & Sk,
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