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Effect and molecular mechanism of Vasohibin on development of abdominal aortic
aneurysm
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The role of Vasohibin-1 on development of Angiotensin Il-inducced abdominal
aortic aneurysm was examined. Angiotensin Il of 1,000ng/kg/min was infused into male Vasohibin-1 +
/- mice via osmotic mini-pump for 4 weeks, then abdominal aortic aneurysm was evaluated. Contrary
to our expectation, hetero-knock out of Vasohibin-1 had minor effect on abdominal aortic aneurysm
formation in comparison to control mice. In addition, no difference was observed between groups
regarding several protease activities. This result implies that Vasohibin-1 plays little role on
development of abdominal aortic aneurysm.



19
14

renin-angiotensin system

Angll

Angll

Angll

Vasohibin
Vasohibin-1 Vasohibin-2
Vasohibin-1

VEGF FGF-2

Vasohibin-1

Vasohibin VEGF

Vasohibin

Vasohibin-1
Vasohibin
Vasohibin-1
Vasohibin-1
Vasohibin-1
Angll 1,000ng/kg/min 4
Vasohibin-1
Vasohibin-1
Angll 4
Vasohibin-1
MMP-2  MMP-9
uPA  uPAR Zymography
Angll 4
Vasohibin-1
MMP-9
MCP-1  IL-18B
uPA uPAR
Vasohibin-1  partial
Angll
Vasohibin-1
3

Takeuchi H, Okuyama M, Uchida HA,
Kakio Y, Umebayashi R, Okuyama Y, Fujii
Y, Ozawa S, Yoshida M, Oshima Y, Sano S,
Wada J,



Chronic Kidney Disease Is a Risk for
Abdominal Aortic Aneurysm But Diabetes
Mellitus Is a Protective Factor,

PLoS One. 2016 Oct 20;11(10):e0164015.
doi: 10.1371/journal.pone.0164015.

Howatt DA, Balakrishnan A,
Moorleghen JJ, Muniappan L, Rateri DL,
Uchida HA, Takano J, Saido T, Chishti AH,
Baud L, Subramanian V,

Leukocyte Calpain Deficiency Reduces
Angiotensinll-induced Inflammation and
Atherosclerosis but not Abdominal Aortic
Aneurysms in Mice.

Arterioscler Thromb Vasc Biol. 2016
May;36(5):835-45.

Wada K, Wada Y, Uchida HA, Tsuruoka
S, Effects of Lanthanum Carbonate vs.
Calcium Carbonate on Vascular Stiffness
and Bone Mineral Metabolism in
Hemodialysis Patients with Type 2
Diabetes Mellitus: Randomized Controlled
Trial. Int J Nephrol Renovasc Dis. 2015
Aug 26;8:111-8

13

Exogenous Vasohibin-2 Exacerbates
Angiotensin II-induced Ascending Aortic
Aneurysms.
Okuyama M, Uchida HA, Umebayashi R,
Kakio Y, Tanabe K, Sato Y, Wada J.
Arteriosclerosis, Thrombosis and Vascular
Biology 2016, Omni Nashville, Nashville,
TN, USA
2016 5 6

Chronic Kidney Disease Is a Risk for
Abdominal Aortic Aneurysm But Diabetes
Mellitus Is a Protective Factor in
Japanese.

Takeuchi H, Uchida HA, Okuyama M,
Umebayashi R, Kakio Y, Okuyama Y, Wada
J’

Arteriosclerosis, Thrombosis, and Vascular
Biology 2016, Nashville, TN

2016 5 5

Cilnidipine Attenuated Angiotensin
II-induced Abdominal Aortic Aneurysms in
Apolipoprotein E-deficient Mice via Its
Anti-oxidative Stress Effect.

Kakio Y, Uchida HA, Umebayashi Y, Wada
J’

Arteriosclerosis, Thrombosis, and Vascular
Biology 2016, Nashville, TN

2016 5 7

The Effect of Fisetin on
Lipopolysccharide-induced Inflammation
and MMP Activity in Mouse Peritoneal
Macrophages,

Takeuchi H, Uchida HA, Umebayashi R,
Kakio Y, Okuyama Y, Wada J,
Arteriosclerosis, Thrombosis, and Vascular
Biology 2015, San Francisco, CA, USA
2015 5 8

Cilnidipine Attenuated Angiotensin
II-induced Abdominal Aortic Aneurysms in
Apolipoprotein E-deficient Mice,

Kakio Y, Uchida HA, Umebayashi R, Wada
J’

Arteriosclerosis, Thrombosis, and Vascular
Biology 2015, San Francisco, CA, USA
2015 5 7

Inducible Depletion of Calpain-2
Attenuates Angiotensin II-induced
Abdominal Aortic Aneurysms in Male LDL
Receptor Deficient Mice.

Balakrishnan A, Howatt DA, Moorleghen
JdJ, Uchida HA, Takano dJ, Saido T,
Subramanian V.

Arteriosclerosis, Thrombosis and Vascular
Biology 2015, San Francisco, CA, USA
2015 5 8

Leukocyte Calpain Deficiency Reduces
Angiotensin II-induced Inflammation and
Atherosclerosis in Hypercholesterolemic
Mice
Howatt DA, Balakrishnan A, Moorleghen
Jd, Rateri LA, Uchida HA, Takano J, Saido
T, Chishti AH, Baud L, Subramanian V.
Arteriosclerosis, Thrombosis and Vascular
Biology 2015, San Francisco, CA, USA
2015 5 8

Intercellular Adhesion Molecule 1
Deficiency Attenuated Angiotensin
II-induced Abdominal Aortic Aneurysms in
Apolipoprotein E Deficient Mice,

Uchida HA, Umebayashi R, Kakio Y,
Shikata K, Makino H,

Arteriosclerosis, Thrombosis, and Vascular
Biology 2014, Toronto, Ontario, Canada
2014 5 2

Cilostazol Attenuated Inflammation
and MMPs Induced by TNF-alpha,
Umebayashi R, Uchida HA, Makino H.
Arteriosclerosis, Thrombosis, and Vascular
Biology 2014, Toronto, Ontario, Canada
2014 5 1



Vasohibin-2

57 2016 10 14

57 2016 10 14

48 2016 7
14

IIT
cAMP-PKA
II
55 2014 10 30
0

o 0
o 0
(n

UCHIDA, Haruhito

00550857



