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Figure 100 Role of JNK on pathogenesis of AAA. A

A: Protein expression of phosphorylated JNK (P- D

JNK) and MMP-9 in human control aorta and AAA,
determined by western blotting and gelatin
zymography, respectively.

B: Effect of SP600125 (SP), a specific INK inhibi- c
tor, on secretion of MMP-9 from human AAA ex

vivo culture, determined by gelatin zymography.

C: Role of INK on mRNA expression of LOX in
vascular smooth muscle cells. JNK was either acti-

vated by over-expression of constitutively active

MKK?7 and JNKZ1, or inhibited by a peptide inhibi-

tor JNK-I). Data are means * SE (n = 6) as shown

by fold change compared with GFP or control.

**:p <0.01 compared with GFP or control, 88: p <

0.01 compared with a control peptide (TAT)

JNK: c-Jun N-terminal kinase, MMP: matrix
matalloproteinase, AAA: abdominal aortic aneu-

rysm, TNF: tumor necrosis factor, LOX: lysyl oxi-

dase, GFP: green fluorescent protein

Based on reference 8.
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Figure 200 Regression of AAA by JNK inhibition.

A: Effect of INK inhibitor on the size of AAA. Aortic diam-
eters were determined 6 weeks after the CaCl- treatment or sham
operation, and after an additional 6 weeks of vehicle (V) or
SP600125 (SP) treatment. Data are means = SE (n =9).
**%: p <0.001 compared with those at 6 weeks after the CaCl>
treatment, 888: p <0.001 compared with vehicle treatment, ###:
p < 0.001 compared with sham operation

B: Effect of INK inhibitor on the tissue architecture. Morphol-
ogy of elastic lamella is shown by elastica van Gieson staining.
Bars indicate 40 um.

AAA: abdominal aortic aneurysm, JNK: c-Jun N-terminal
kinase

Based on reference 8.
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Phar macological Regression of Established Abdominal Aortic Aneurysm
by Inhibition of c-Jun N-terminal Kinase
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Abdominal aortic aneurysm (AAA) is characterized by chronic inflammation and proteolytic degradation of extra-
cellular matrix (ECM). Recently, we have identified c-Jun N-terminal kinase (JNK) as a proximal signaling molecule in
the pathogenesis of AAA. With human AAA tissue showing a high level of active INK, we succeeded in demonstrating
that INK not only activates the expression of ECM degrading enzymes, but also suppresses the expression of ECM
biosynthetic enzymes. Furthermore, specific inhibition of INK in vivo not only prevented the development of AAA but
also caused the regression of established AAA in our mouse models. Thus, INK appear to represent a promising thera-
peutic target to achieve regression of human AAA. (3 Jpn Coll Angiol, 2006, 46: 637-641)
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