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{A) (1)

Figurel Schematic diagram (A) and performance(B) of elastase-applied procedure

in the hamster, as described in methods.
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Figure2 Development of elastase-applied abdominal aortic
aneurysms in the hamster. The measurement of aortic diameter
following transient treatment with elastase expressed as increase
by percentage points between the pre application and final aortic
diameter. Each point represents the mean +S.E.M. (“““ P<0.001
versus the sham operated control group, Student’s t test)
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751



gooo0ooOoooooo0o0o0ooooo0o0o0oooooo0o0oooooo0o0o0ooooon

752

Dilated ratio(%)
2

Pre-applied 0 14
Post-operative day

Sham-operated control group (N=10)
--------------- Elastase-applied placebo group (N=10)
NK3201 group (N=12)

Figure5 The decreased aortic dilatation treated with
NK3201 on days 14 after the operation. “"P<0.01 versus
Elastase-applied placebo hamster. (Fisher’s PLSD)

Figure4 Characteristics of aortic tissue in hamster abdominal aorta.
Sections are stained with elastica van Gieson. The histological findings:
(a) normal aorta, (b)(d)(f) elastase-applied placebo aorta on days 7, 14,
28 after the operation, respectively, (c)(e)(g) sham-operated control aorta
on days 7, 14, 28 after the operation, respectively, (h) chymase inhibitor
treated aorta on day 14 after the operation.

White bar is tunica media.
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Figure6 Effects of NK3201 on aneurysmal aortas. Each bar represents the mean +=S.E.M..
The chymase activity in NK3201 group was significantly suppressed compared with that
of elastase-applied group (“ P<0.05), although there was no significant changes in the
ACE activity. (°°" : P<0.001, “© : P<0.01, “ : P<0.05, Fisher’s PLSD)
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The Role of Chymasein Aortic Aneurysm: the Effect of Chymase Inhibitor
on the Suppression of the Progression of Aortic Aneurysm

Koutaro Tsunemi™"*, Shinji Takai", Masayoshi Nishimoto™™, Denan Jin", Masato Sakaguchi”,
Yoshihide Sawada™, Atsushi Yuda'"", Shinjiro Sasaki™*, and Mizuo Miyazaki*

*Department of Pharmacology, Osaka Medical University, Osaka, Japan
**Department of Thoracic and Cardiovascular Surgery, Osaka Medica University, Osaka, Japan
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To investigate the role of chymase in aortic aneurysm (AA), we prepared a hamster AA model induced by periarterial
application of elastase. We examined the role of angiotensin I1-forming pathway, aswell as, the effect of anovel chymase
inhibitor, NK3201, against the progression of AA on the hamster experimental model. 14 days after the operation, the
aortic diameter (AD) in the AA group was dilated (P<0.001), and the chymase activity in the AA group was significantly
higher (P<0.001), compared with the control group. In the chymase inhibitor-treated (Cl) group, the chymase activity was
significantly suppressed, compared with that in the AA group (P<0.05). The AD 14 days after surgery in the ClI group
was reduced compared with that in the AA group (P<0.001). Thus, vascular chymase may play an important role in the
progression of AA, and a specific chymase inhibitor, NK3201, which can be administered orally, may suppress the
progression of AA. (J. Jpn. Coll. Angiol., 2003, 43: 749-754)

754 000 Vol. 43 No. 12



