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coronary arteries

Figurel

Left: Diffuse intimal thickening (DIT) in proximal coronary arteries.

A: Right coronary artery (RCA) of a 7-day-old female.

B: Left anterior descending artery (LAD) of a 5-year-old female.

C: LAD of a 15-year-old female.

D: LAD of a 29-year-old female.

Bars in A, B, C and d represent 25, 50, 50 and 100 wm, respectively.

Right: Intima of cerebral and splenic arteries.

A, B: Cerebral artery in a 20-year-old female.

C, D: Splenic artery in a 26-year-old male.

B, D: High-power views of the areas in rectangles in A and C, respectively.
Elastica van Gieson stain. Bars in A, B, C and D represent 250, 50, 500 and 50 wm, respectively.
I: intima, M: media

Figure 200 Diffuse intimal thickening (DIT) in the aorta.
A, B: Ascending aorta in a 24-year-old male.

C, D: Abdominal aorta in the same subject.

A, C: Views of dissecting microscopy.

B, D: Views of light microscopy.

Elastica van Gieson stain. Bars in A, B, C and D represent 200, 100, 200
and 100 wm, respectively.

I: intima, M: media
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Figure 30 Immunohistochemistry for PEDF.
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The panel at the lower left shows a high-powered view of the boxed area shown in the upper left panel.
A diffusely positive reaction was observed in the intima (brown reaction, upper and lower left), and
this reaction was scattered in the tunica media (upper left). No positive signal was observed in the
tissue sections that had been reacted with isotype-matched non-immune IgG1 (upper right).
Original magnification: upper panels, x20; lower left panel, x40.
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Figure 400 Newly formed vessels within the intima.
Left: Postmortem angiographic finding examined stereoscopically. The newly formed vascular networks are
segmentally documented and located in the outer portion of the vascular wall showing eccentrically thicken-
ing intima.
Right: Histological finding of the coronary angiogenesis shows that the vascular network is located in the
deeper portion of the sclerotic intima extending from adventitia.
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Extracellular deposition of PEDF

A Lu
a

PEDF (red) v
CD34 (brown) , = ~ e
oA ) =3 :
200 pm - um
Lu
PEDF (red)
CD34 (brown)
absorption 1 .
for PEDF \ * *
200 g 00 iy
B
PEDF
Deposited Non-deposited
Square area (mm?) 24.0 171.0

Microvessels/total (%) 24* /551 (4.4%*) 527 /551 (95.6%)

Wilcoxon’s signed-rank test: * P= 0.0003

Figure 500 Typical and representative findings of the extracellular deposition of PEDF, observed in acellular regions.

A: The upper and lower panels on the right show a high-powered view of the boxed area shown in the panels on the left,
respectively. Diffuse extracellular deposition of PEDF (red) was clearly observed (right panel) as a patchy distribution in
the intima of the coronary arteries. Neovessels (brown, arrows) were frequently seen in PEDF non-deposited regions (left
upper). Absorption test using excess recombinant PEDF eliminated red staining (lower 2 panels).

B: Summary of the number of intimal microvessels in PEDF-deposited area compared to those in non-deposited area. The

data were analyzed by Wilcoxon’s signed-rank test.
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Redefinition of Atherosclerosis: From ‘an Inflammatory Disease’
to ‘an Inflammatory Disease with Impaired Healing Process

Yoshikazu Yonemitsu, Toshiaki Nakano, Hiromitsu Baba,
Shinji Sumiyoshi, Yutaka Nakashima, and Katsuo Sueishi

Division of Pathophysiological and Experimental Pathology, Department of Pathology,
Graduate School of Medical Sciences, Kyushu University, Fukuoka, Japan

Key words: DIT (diffuseintimal thickening), atherosclerosis, angiogenesis/lymphangiogenesis,

inflammation, VEGF

Recent advances in atherosclerosis research strongly suggest that ‘Atherosclerosisis an Inflammatory Disease’. In
the last decade, we have learned that atherosclerotic lesions are characterized by ‘ sustained inflammatory reaction’ and
‘impaired healing process’ with special reference to angiogenesis in the atherosclerotic plaques. To explain the process
of the atherosclerosis more precisely, we propose to redefine the concept of ‘Atherosclerosisis an Inflammatory Disease’
to ‘Atherosclerosisis an Inflammatory Disease with Impaired Healing Process'.
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