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. Figure 10 TF expression.

Immunoreactivity for TF is positive in neointima
and adventitia.

A: Normal femoral artery.

B: Injured femoral artery.

« N: neointima, IEL: internal elastic lamina, M:
' media, Ad: adventitia

Based on reference 3.
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Figure 20 Representative recordings of blood flow.
Blood flow in single injury group without (A) and
with reduction to 5000 (B), 250 (C) and 1000 (D),
and in repeated injury group without (E) and with
reduction to 500 (F), 250 (G, H). Repeated
injury with 750 blood flow reduction induced
further decline in blood flow to zero (G). Bolus
injection of anti-VWF antibody (AJW200) inhibited
decline in blood flow (H).
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Table 100 Occlusive rate (O ) and time to occlusion after injury of femoral artery

Femoral artery blood flow (BF) 1000 500 250 100
Single balloon injury (SI) (n =5 each) (o] 00 (o] (o]m]
Repeated balloon injury (RI) (n =5 each) 00 00 goo ' 1000 *

(time to occlusion, seconds)
Repeated balloon injury (RI)
+ AJW200 (1.0 mg/kg iv) (n =5 each)

(160+18)*  (71+17)

ND ND 00 00

*: Data from 4 occluded vessels, ND: not done, ™: p < 0.05 (vs Sl with 250 BF, Rl with 500 BF,
RI + AJW200 with 250 BF), ¥ p <0.01 (vs Sl with 100 BF, Rl + AJW200 with 100 BF)
Based on reference 3.
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Figure 30 Light and transmission electron micrographs of thrombi.

Small thrombi (arrows) are induced by single injury without (A) or with blood flow reduction to 500 (B) or 250
(C). Transmission electron micrograph (D) shows that thrombi consist of aggregated platelets. Fibrin-rich
mural thrombi (arrow heads) arose due to repeated injury (E) and repeated injury with blood flow reduced to
500 (F). Moreover, repeated injury with blood flow reduced to 2500 caused occlusive thrombus formation (G).
Transmission electron micrograph (H) shows that these thrombi are composed of abundant fibrin strands (f)

admixed with platelets (p).
IEL: internal elastic lamina
Based on reference 3.
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Figure 40 Immunohistochemistry of occlusive thrombus.
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Occlusive thrombus is immunopositive for GPIIb-111a (A), VWF (B), fibrin (C) and TF (D). Injured neointima
is also immunopositive for VWF (B). Neutrophils (arrows) and mononuclear cells (arrow heads) in thrombus
are also TF positive. The all occlusive thrombi (n = 9) showed similar immunohistochemical findings.

Based on reference 3.
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Vascular Wall Tissue Factor and Blood Flow in Arterial Thrombus Growth
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Obstructive thrombus formation on disrupted atherosclerotic coronary artery is a critical event of acute myocar-
dial infarction. Yet, mechanisms of thrombus propagation remain unclear. To determine the contribution of vascular
wall tissue factor (TF), blood flow, and von Willebrand factor (VWF) to thrombus propagation, we used a rabbit
atherothrombosis model with repeated balloon injury in femoral arteries. At three weeks of the first balloon injury in
femoral artery, neointimawith TF expression developed and TF activity increased. Mural thrombi, which was induced
by repeated balloon injury in neointima, were composed of platelet and fibrin, and became obstructive due to more
than 75% reduction in blood flow. Anti-VWF antibody prevented obstructive thrombus formation. Fibrin and occlu-
sive thrombi were not caused on normal femoral arteries by balloon injury and blood flow reduction. These findings
suggest that increased vascular wall thrombogeni city combined with reduced blood flow contribute to occlusive thrombus
formation, and that fibrin formation depend on arterial wall TF rather than blood flow reduction. On the basis of our
findings, VWF may affect thrombus growth. (J Jpn Coll Angiol, 2006, 46: 621-625)
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