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Obesity is now epidemic worldwide and its related metabolic
disorder is one of the most important risk factors for cardiovascular
disease. Adipose tissue (AT) plays a crucial role in the regulation
of glucose homeostasis and energy metabolism through the
secretion of adipocytokines from white adipose tissue (WAT) and
by thermogenesis in brown adipose tissue (BAT) [1]. Obesity is
characterized by excessive expansion of AT. Healthy WAT expansion is
accompanied by adequate neovessel formation, but excessive adiposity
triggers adipose tissue hypoxia due to imbalanced vascularization
and results in chronic inflammation in WAT, leading to the obesityrelated impairment in glucose homeostasis [2,3]. AT, especially BAT,
is a well-vascularized organ, and its high degree of specification
of lipolysis and fatty acid oxidation allows BAT to significantly
contribute to the overall energy balance [4]. Oxygen consumption in
BAT is enormously high, which is supported by a particularly high
blood perfusion, thus its thermogenic activity can counteract the
obese phenotype. Moreover, blood vessel density in BAT is strongly
correlated with the thermogenic capacity and metabolic rate [5-7].
These results collectively indicate that AT anigiogenesis in WAT and
BAT is a crucial factor in the pathogenesis of obesity and its related
metabolic disorders.
Accordingly, AT angiogenesis is considered as a therapeutic target
for obesity and metabolic diseases. The therapeutic intervention
of obesity targeting the AT vasculature was first performed by
inhibiting blood vessel formation. Angiogenic inhibitors such as
small chemical compound TNP-470, angiostatin, and endostatin
were tested in genetically and diet-induced obese mice with regard to
their antiobesity effects [4,8,9]. Inhibition of angiogenesis remarkably
reduced body weight of obese mice in association with decreased
AT vascularity. However, it remains unclear whether this reduction
in adiposity simply ameliorates obesity-related metabolic disorders.
Treating metabolic disorders is more important for preventing
cardiovascular diseases, which largely determines the prognosis of
obese population than decreasing body weight. AT is not without
benefit, it is necessary to maintain proper glucose homeostasis and
energy metabolism. Therefore, preservation of adipocyte health
might be more important than a decrease in adipocyte numbers.
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From this point of view, decreased AT vascularity may even worsen
AT dysfunction because of exacerbated hypoxia, resulting in impaired
glucose homeostasis. In addition, decreased vascularization of BAT
potentially reduces the thermogenic capacity, leading to reduced
energy expenditure. Therefore, long term treatment with angiogenic
inhibitors may actually aggravate obesity. However, elimination of the
dysfunctional proinflammatory adipocytes by inhibiting angiogenesis
could be beneficial under certain conditions because it reduces AT
inflammation in obese animals at least on a temporary basis [4]. More
recently, enhancing AT angiogenesis has been shown to protect mice
from obesity-related metabolic disorders in association with reduced
AT hypoxia [10-12]. Of note, enhancing AT angiogenesis also protects
mice from obesity at least partly by the increase in energy expenditure
[11]. Overexpression of vascular endothelial growth factor (VEGF) in
both WAT and BAT markedly decrteased weight gain during a highfat diet (HFD), whereas mice with targeted expression of VEGF in
WAT showed a modest body weight differences in comparison with
wild-type mice. This is probably because enhanced angiogenesis in
BAT augmented or maintained the thermogenesis during an HFD,
leading to an increased energy expenditure, which counteracts
the obese phenotype. Importantly, after the HFD, adipose tissuespecific deletion of VEGF caused reduced vascular density and
exacerbated hypoxia in AT, consequently inducing severe insulin
resistance despite the significant decrease in body weight compared
with wild-type mice [11]. Moreover, angiogenesis inhibition during
early stages of HFD-induced obesity aggravated systemic metabolic
disorders. Therefore, inhibiting angiogenesis is a double-edged
sword that shows dichotomous effects on obesity and its related
metabolic disorders depending on the stage of obesity [10,11]. It is
noteworthy that enhanced AT angiogenesis during an HFD increased
adipose vascularization, reduced hypoxia, decreased body weight,
and improved the metabolic disorders [10]. These results collectively
suggest that enhancing AT angiogenesis is more preferable to treat
obesity and obesity-related metabolic disorders than AT angiogenesis
inhibition. Thus, the elucidation of the detailed molecular
mechanisms involved in the regulation of AT angiogenesis is therefore
very important. We recently identified a novel gene, termed apoptosis
regulator through modulating IAP expression (ARIA) that regulates
endothelial functions and angiogenesis by modulating endothelial
phosphoinositide 3-kinase (PI3K) /Akt signaling [13,14]. ARIA (also
known as Ecscr) is a transmembrane protein and binds to phosphatase
and tensin homolog deleted from chromosome 10 (PTEN), a
nonredundant plasma membrane lipid phosphatase that antagonizes
PI3K, to enhance its membrane association, thus increasing its
antagonism toward PI3K [14]. ARIA is highly expressed in endothelial
cells, especially in AT vasculatures, and its loss enhances endothelial
angiogenic capacity by enhancing PI3K/Akt signaling [14,15]. ARIAdeficient mice did not show a difference with regard to body weight
and adiposity compared with wild-type mice. Nevertheless, ARIA-
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deficient mice exhibited significant resistance to obesity and obesityrelated metabolic disorders when fed an HFD [15]. Mechanistically,
loss of ARIA significantly enhanced angiogenesis in both WAT and
BAT during an HFD, and thus ameliorated inflammation in WAT and
augmented thermogenic capacity in BAT [15]. These results establish
ARIA as a potential therapeutic target to treat obesity and its related
metabolic disorders by targeting AT angiogenesis.
In conclusion, AT angiogenesis is an emerging therapeutic target
for treating obesity and metabolic diseases. However, angiogenesis
plays crucial roles in homeostasis maintenance in various tissues.
Moreover, tumor angiogenesis is a significant factor in tumor growth.
Therefore, systemic intervention for inducing angiogenesis may cause
unexpected and/or unfavorable effects. Thus, specificity for AT is
essential for considering the feasibility of therapeutic angiogenesis.
Further understanding of the molecular mechanisms involved in
AT angiogenesis under physiological and pathological conditions is
necessary to establish novel strategies by modulating AT angiogenesis
for unmet medical needs for obesity and obesity-related metabolic
disorders.
References
1. Feng B, Zhang T, Xu H. Human adipose dynamics and metabolic health. Ann
N Y Acad Sci. 2013; 1281: 160-177.
2. Pasarica M, Sereda OR, Redman LM, Albarado DC, Hymel DT, Roan LE,
et al. Reduced adipose tissue oxygenation in human obesity: evidence for
rarefaction, macrophage chemotaxis, and inflammation without an angiogenic
response. Diabetes. 2009; 58: 718-725.
3. Pasarica M, Rood J, Ravussin E, Schwarz JM, Smith SR, Redman LM.
Reduced oxygenation in human obese adipose tissue is associated with
impaired insulin suppression of lipolysis. J Clin Endocrinol Metab. 2010; 95:
4052-4055.

6. Zhang X, Lam KS, Ye H, Chung SK, Zhou M, Wang Y, et al. Adipose tissuespecific inhibition of hypoxia-inducible factor 1{alpha} induces obesity and
glucose intolerance by impeding energy expenditure in mice. J Biol Chem.
2010; 285: 32869-32877.
7. Xue Y, Petrovic N, Cao R, Larsson O, Lim S, Chen S, et al. Hypoxiaindependent angiogenesis in adipose tissues during cold acclimation. Cell
Metab. 2009; 9: 99-109.
8. Rupnick MA, Panigrahy D, Zhang CY, Dallabrida SM, Lowell BB, Langer R, et
al. Adipose tissue mass can be regulated through the vasculature. Proc Natl
Acad Sci U S A. 2002; 99: 10730-10735.
9. Bråkenhielm E, Cao R, Gao B, Angelin B, Cannon B, Parini P, et al.
Angiogenesis inhibitor, TNP-470, prevents diet-induced and genetic obesity
in mice. Circ Res. 2004; 94: 1579-1588.
10. Sun K, Wernstedt Asterholm I, Kusminski CM, Bueno AC, Wang ZV, Pollard
JW, et al. Dichotomous effects of VEGF-A on adipose tissue dysfunction.
Proc Natl Acad Sci U S A. 2012; 109: 5874-5879.
11. Sung HK, Doh KO, Son JE, Park JG, Bae Y, Choi S, et al. Adipose vascular
endothelial growth factor regulates metabolic homeostasis through
angiogenesis. Cell Metab. 2013; 17: 61-72.
12. Elias I, Franckhauser S, Ferré T, Vilà L, Tafuro S, Muñoz S, et al. Adipose
tissue overexpression of vascular endothelial growth factor protects against
diet-induced obesity and insulin resistance. Diabetes. 2012; 61:1801-1813.
13. Ikeda K, Nakano R, Uraoka M, Nakagawa Y, Koide M, Katsume A, et al.
Identification of ARIA regulating endothelial apoptosis and angiogenesis by
modulating proteasomal degradation of cIAP-1 and cIAP-2. Proc Natl Acad
Sci U S A. 2009; 106: 8227-8232.
14. Koide M, Ikeda K, Akakabe Y, Kitamura Y, Ueyama T, Matoba S, et al.
Apoptosis regulator through modulating IAP expression (ARIA) controls the
PI3K/Akt pathway in endothelial and endothelial progenitor cells. Proc Natl
Acad Sci U S A. 2011; 108: 9472-9477.
15. Akakabe Y, Koide M, Kitamura Y, Matsuo K, Ueyama T, Matoba S, et al.
Ecscr regulates insulin sensitivity and predisposition to obesity by modulating
endothelial cell functions. Nat Commun. 2013; 4: 2389.

4. Cao Y. Angiogenesis modulates adipogenesis and obesity. J Clin Invest.
2007; 117: 2362-2368.
5. Cao Y. Adipose tissue angiogenesis as a therapeutic target for obesity and
metabolic diseases. Nat Rev Drug Discov. 2010; 9: 107-115.

Austin J Clin Cardiolog - Volume 1 Issue 1 - 2014
ISSN : 2381-9111 | www.austinpublishinggroup.org
Koji Ikeda © All rights are reserved

Submit your Manuscript | www.austinpublishinggroup.org

Citation: Ikeda K. Adipose Tissue Angiogenesis: An Emerging Therapeutic Target for Obesity and Metabolic
Disease. Austin J Clin Cardiolog. 2014;1(1): 1005.

Austin J Clin Cardiolog 1(1): id1005 (2014) - Page - 02

