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1. Introduction
Studies on vascular endothelial growth factor B (VEGF-B) during the past decade or so have
shown that VEGF-B appears to be a mysterious molecule with obscure, if not controversial,
functions. When VEGF-B was initially discovered (Grimmond et al., 1996; Olofsson et al.,
1996a), it was naturally believed to be an angiogenic factor, due to its high sequence
homology and similar receptor binding pattern to VEGF, the prototypic angiogenic
molecule. Much of our research effort was focused on this speculated angiogenic activity of
VEGF-B for a long time. However, studies into this aspect, most of the time, turned out to be
disappointing because of the negative findings. Unlike VEGF-A, VEGF-B did not seem to
play a significant role in inducing blood vessel growth or vascular permeability, etc (Li et al.,
2009). In addition, VEGF-B deficiency in mice did not seem to matter greatly, since VEGF-Bnull mice appeared largely healthy (Aase et al., 2001; Bellomo et al., 2000; Louzier et al.,
2003; Reichelt et al., 2003), in contrast to the early embryonic lethality of VEGF-A null mice
(Carmeliet et al., 1996; Ferrara et al., 1996). Based on the negative findings, we had once
suspected that VEGF-B might be a redundant molecule. In recent years, VEGF-B has been
shown to be a potent neuroprotective factor and an apoptosis inhibitor (Li et al., 2009; Li et
al., 2008b; Poesen et al., 2008; Sun et al., 2004; Sun et al., 2006), opening up a new research
avenue in VEGF-B biology.
Thus far, there are five members within the VEGF family, VEGF-A, VEGF-B, PlGF, VEGF-C
and VEGF-D (Li and Eriksson, 2001; Lohela et al., 2009). As a prototypic angiogenic factor,
VEGF-A has a potent and “universal” angiogenic effect under most physiological and
pathological conditions (Carmeliet & Jain, 2000; Ferrara & Kerbel, 2005; Folkman, 2007). The
placenta growth factor (PlGF) is required for pathological angiogenesis (Luttun et al., 2002).
However, when PlGF-1 is produced in the same population of cells with VEGF-A, it can also
act as a natural antagonist of VEGF-A (Cao, 2009; Eriksson et al., 2002). VEGF-C and VEGFD are important players in lymphangiogenesis (Alitalo et al., 2005; Lohela et al., 2009).
Remarkably, the biological function of VEGF-B has remained less studied. VEGF-B displays
a high degree of sequence homology to VEGF-A and PlGF, and also binds to the tyrosine
kinase VEGF receptor-1 (VEGFR-1) and neuropilin-1 (NP-1), like VEGF-A and PlGF
(Olofsson et al., 1998; Olofsson et al., 1996a). VEGF-B is abundantly expressed in most
tissues and organs (Aase et al., 1999; Li et al., 2001; Olofsson et al., 1996a). However, VEGF-B
under most conditions appeared to be “redundant” or “inert” with no obvious function. The
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in vivo role of VEGF-B therefore remained enigmatic for a long time. In this review, we
summarize the recent advances on VEGF-B biology, with a particular interest in its
neuroprotective/survival effect on neuronal and vascular cells (Claesson-Welsh, 2008;
Karpanen et al., 2008; Lahteenvuo et al., 2009; Li et al., 2008a; Li et al., 2008b; Poesen et al.,
2008; Zhang et al., 2009), and further discuss the therapeutic potential of VEGF-B in treating
different types of neurodegenerative diseases.

2. VEGF-B is a neuronal protective factor
VEGF-B is highly expressed in different types of neural tissues, such as the brain (Li et al.,
2001; Sun et al., 2004), retina (Li et al., 2008b), spinal cord (Poesen et al., 2008), etc.

Fig. 1. Pleiotropic protective/survival effect of VEGF-B on multiple cell types. Both in vitro
data derived from cultured neurons and in vivo work using different types of animal models
have shown that VEGF-B is a critical protective/survival factor for different types of
neurons, including cortical, retinal, and spinal cord motor neurons. In addition, VEGF-B is
also a potent protective/survival factor for different types of vascular cells, including
vascular endothelial cells, smooth muscle cells and pericytes. Moreover, VEGF-B has also
been reported to be a protective factor for cardiac myocytes
We and others have shown that VEGF-B is a potent protective/survival factor for different
types of neurons, including brain cortical neurons (Li et al., 2008b; Sun et al., 2004), retinal
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neurons (Li et al., 2008b), and motor neurons in the spinal cord (Poesen et al., 2008). In vitro,
VEGF-B protein treatment dose-dependently increased the survival of cultured primary
brain cortex neurons (Li et al., 2008b; Sun et al., 2004). In vivo, VEGF-B treatment inhibited
apoptosis of brain cortical neurons and reduced stroke volume in a middle cerebral artery
ligation-induced brain stroke model (Li et al., 2008b). In the retina, we have shown that
VEGF-B treatment protected different types of retinal neurons from apoptosis under
different pathological conditions. In an optic nerve crush injury model, VEGF-B treatment
increased the survival of retinal ganglion cells. In a NMDA-induced retinal neuron
apoptosis model, VEGF-B treatment protected retinal neurons in the ganglion cell layer,
inner nuclear layer, and outer nuclear layer (Li et al., 2008b). Moreover, Poesen, K et al
recently showed that VEGF-B treatment protected cultured primary motor neurons from
apoptosis (Poesen et al., 2008). Indeed, the neuroprotective effect of VEGF-B was further
confirmed using mice in which VEGF-B was genetically deleted. VEGF-B deficiency led to
more severe strokes in an experimental stroke model, and exacerbated retinal ganglion cell
death in an optic nerve crush injury model (Li et al., 2008b). Moreover, VEGF-B deficient
mice developed a more severe form of motor neuron degeneration when intercrossed with
the mutant SOD1 mice, whereas VEGF-B intracerebroventricular injection prolonged the
survival of mutant SOD1 rats (Poesen et al., 2008). Taken together, both in vitro data derived
from cultured neurons and in vivo work obtained using different animal models showed
that VEGF-B is a critical survival factor for different types of neurons (Fig. 1).

3. VEGF-B is a vascular survival factor
VEGF-B and its receptors are expressed by different types of vascular cells (Aase et al., 1999;
Li et al., 2008a; Zhang et al., 2009). We recently found that VEGF-B is a potent survival factor
for multiple types of vascular cells, including vascular endothelial cells (EC), pericytes (PC),
and smooth muscle cells (SMC) (Li et al., 2009; Zhang et al., 2009). In vitro, in both cultured
primary vascular cells and established vascular cell lines, VEGF-B treatment increased the
survival of not only ECs, but also that of PCs and SMCs (Zhang et al., 2009). In contrast,
VEGF-B inhibition by shRNA treatment led to apoptosis in the ECs and PCs. Moreover,
increased apoptosis was found in VEGF-B deficient ECs and SMCs isolated from VEGF-B
null mice, when the cells were cultured in serum-free medium or under H2O2-induced
oxidative stress (Zhang et al., 2009). In vivo, VEGF-B deficiency led to poorer blood vessel
survival in the cornea after withdrawal of the implanted growth factors, fewer surviving
hyaloid vessels in postnatal mouse eyes, and greater oxygen-induced retinal blood vessel
degeneration in neonatal mice (Zhang et al., 2009). Thus, both gain- and loss-of-function
analyses showed that VEGF-B is required for the survival of multiple types of vascular cells,
especially, under pathological conditions (Fig. 1).

4. VEGF-B promotes energy metabolism
The human brain weighs only about 2% of the total body weight. However, it consumes
about 20% of the total energy produced in the body, demonstrating the importance of
energy metabolism to the neural systems. Indeed, numerous reports have shown that
energy deficit is involved in various neurodegenerative disorders, such as Alzheimer's
disease (AD) (Beal, 2007), Huntington’s Disease (HD) (Browne and Beal, 2004), Parkinson's
disease (PD) (Elstner et al., 2011) and Amyotrophic lateral sclerosis (ALS) (D'Alessandro et

www.intechopen.com

390

Neurodegenerative Diseases – Processes, Prevention, Protection and Monitoring

al., 2011). In addition, dysregulation of lipid pathways has been implicated in AD (Di Paolo
and Kim, 2011). These findings thus warrant investigating and developing therapeutic
reagents that can regulate neuronal bioenergetic pathways. Recently, VEGF-B has been
shown to be involved in energy metabolism, where it facilitates fatty acid uptake from
circulation and transfer to metabolically active tissues (Hagberg et al., 2010). We have also
seen that VEGF-B upregulated the expression of a number of key enzymes that are involved
in lipid and glucose metabolism in cultured cells (our own unpublished data). Based on the
above findings, VEGF-B might be an important molecule that could be used to regulate
neuronal bioenergetic pathways. Further studies are needed to verify this.

5. VEGF-B does not induce blood vessel permeability
It is known that all the other VEGF family members, VEGF-A (Dvorak et al., 1995), PlGF
(Carmeliet et al., 2001), VEGF-C (Joukov et al., 1997), VEGF-D (Rissanen et al., 2003) and
VEGF-E (Ogawa et al., 1998), induce blood vessel permeability. However, numerous studies
using different models and approaches, such as VEGF-B deficient and transgenic mice,
recombinant protein or gene transfer, have shown that VEGF-B does not affect blood vessel
permeability (Aase et al., 2001; Mould et al., 2005; Reichelt et al., 2003) (Fig. 2). Intradermal
injection of VEGF-A165, VEGF-A121, and VEGF-C in mice ears increased vascular
permeability, while VEGF-B administration had no such effect (Brkovic & Sirois, 2007).
VEGF-B167 recombinant protein injection into mouse brain or eye did not induce blood
vessel permeability (Li et al., 2008b). In preserved lung grafts, VEGF-A and VEGF-C, but not
VEGF-B mediate increased vascular permeability (Abraham et al., 2002). Indeed, when
overexpressed in the lung by adenoviral gene transfer, VEGF-B had no effect on blood
vessel permeability (Louzier et al., 2003). Adenoviruses expressing VEGF-A and VEGF-D
delivered into rabbit hind limb skeletal muscles induced vascular permeability, while
adenovirus encoding VEGF-B did not affect blood vessel permeability when administered
into skeletal muscles (Rissanen et al., 2003). Thus, data derived from different model
systems showed that VEGF-B is the only member of the VEGF family that does not have a
significant role in inducing blood vessel permeability

6. Minimum side effect of VEGF-B and its negligible role in angiogenesis
Due to its high sequence homology and similar receptor binding patterns to VEGF-A (Li and
Eriksson, 2001; Nash et al., 2006), VEGF-B was initially believed to be an angiogenic factor.
However, studies along this line using VEGF-B deficient and transgenic mice and gene
transfer approaches have, most of the time, led to negative findings (Fig. 2).
VEGF-A or VEGF-C deficiency caused embryonic lethality in mice (Carmeliet et al., 1996;
Ferrara et al., 1996; Karkkainen et al., 2004). VEGF-B deficient mice, however, are largely
healthy with normal physiological angiogenesis (Aase et al., 2001; Bellomo et al., 2000;
Louzier et al., 2003; Reichelt et al., 2003). PlGF deficient mice display impaired pathological
angiogenesis (Carmeliet et al., 2001; Luttun et al., 2002). VEGF-B deficiency, however, does
not affect pathological angiogenesis in most organs studied, such as the wounded skin,
hypoxic lung, ischemic retina and limb (Li et al., 2008a). Even though one study reported a
role of VEGF-B in pathological (inflammatory) angiogenesis using arthritis models (Mould
et al., 2003), we did not observe such an effect in our study (unpublished observation). In
contrast to VEGF-A and PlGF, VEGF-B is not required for neovessel formation in
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proliferative retinopathy (Reichelt et al., 2003) or blood vessel remodeling in pulmonary
hypertension (Louzier et al., 2003).
Transgenic expression of all the other VEGF family members, such as VEGF-A (Detmar et al.,
1998; Larcher et al., 1998; Xia et al., 2003), PlGF (Odorisio et al., 2002), VEGF-C (Jeltsch et al.,
1997), VEGF-D (Karkkainen et al., 2009) or VEGF-E (Kiba et al., 2003) induced either
angiogenesis or lymphangiogenesis. VEGF-B is the only member of the VEGF family,
transgenic overexpression of which in different organs did not induce angiogenesis or
lymphangiogenesis (Karpanen et al., 2008; Mould et al., 2005). VEGF-B overexpression in
cardiac myocytes under the alpha-myosin heavy chain promoter did not induce
angiogenesis in the heart (Karpanen et al., 2008). Instead, blood vessel density was
decreased in the hearts overexpressing VEGF-B (Karpanen et al., 2008). In addition, VEGF-B

Fig. 2. VEGF-B does not induce blood vessel permeability and is minimally angiogenic.
Adenoviral gene transfer of the other VEGF family members, such as VEGF-A, VEGF-C and
VEGF-D, into rabbit hindlimb skeletal muscles induced strong angiogenesis, vascular
permeability, or lymphangiogenesis (Rissanen et al., 2003). VEGF-B adenoviral gene
transfer, however, did not induce angiogenesis or lymphangiogenesis in the same model
system (Rissanen et al., 2003). Similarly, adenoviral gene transfer of VEGF-A and VEGF-D to
rabbit carotid arteries induced robust adventitial angiogenesis, whereas VEGF-B adenoviral
gene transfer failed to do so (Bhardwaj et al., 2003, 2005). Another study also showed that
VEGF-B167 gene delivery to the mouse skin or ischemic limb did not induce blood vessel
growth (Li et al., 2008a)
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transgenic expression in endothelial cells under Tie2 promoter did not induce angiogenesis
in different types of organs (liver, heart, kidney, etc) (Mould et al., 2005), and VEGF-B
transgenic expression in the skin under keratin-14 promoter only marginal potentiated
angiogenesis (Karpanen et al., 2008).
Studies using VEGF-B protein treatment also showed a minimum side effect of VEGF-B and
a negligible role in angiogenesis. VEGF-B167 recombinant protein injection into adult mouse
eyes at a dose effective for retinal neuron survival did not induce ocular angiogenesis (Li et
al., 2008b). Poesen, K., et al has also shown that intracerebroventricular injection of the
VEGF-B186 recombinant protein did not cause any blood vessel growth or blood-brain
barrier leakage (Poesen et al., 2008).
VEGF-B is most abundantly expressed in the heart (Li et al., 2001; Olofsson et al., 1996a).
Using a cardiac ischemia model, we found that VEGF-B has a restricted role in the
revascularization of ischemic myocardium (Claesson-Welsh, 2008; Li et al., 2008a). Indeed,
this observation was also reported by another study demonstrating that in pigs and rabbits,
VEGF-B186 gene transfer induced myocardium-specific angiogenesis and arteriogenesis
(Lahteenvuo et al., 2009). Thus, ours and others’ work have shown that in most organs,
VEGF-B is dispensable for blood vessel growth in development, normal physiology, and
many pathological conditions but with a selective angiogenic activity in the ischemic heart.
Taken together, compared with the other VEGF family members, VEGF-B appears to have a
unique safety profile that is highly desirable as a potential therapeutic reagent to treat
human diseases.

7. Therapeutic potential of VEGF-B in treating neurodegenerative diseases
Currently, for most neurodegenerative diseases, there are no effective treatments. Although
novel remedies such as gene or cell therapies are being explored intensively, few have
proved to be clinically beneficial. Neurodegenerative diseases often involve complex multietiological aspects. Neuronal apoptosis is a central characteristic of neurodegenerative
diseases. In addition, blood vessel degeneration in the relevant neural system is often seen
in many of the neurodegenerative disorders. Therefore, therapeutic reagents targeting one
pathway only will most likely not be sufficient to cure the disease. Reagents that can
improve multiple pathological aspects are more desirable. Based on our recent findings that
VEGF-B is a potent protective/survival factor for both the neuronal and vascular systems,
which are two critical components in most neurodegenerative disorders, we hypothesize
that VEGF-B may have therapeutic implications in treating various types of
neurodegenerative diseases, such as Alzheimer's disease (AD), Parkinson's disease (PD),
Huntington’s disease (HD), amyotrophic lateral sclerosis (ALS) stroke, retinitis pigmentosa
(RP), glaucoma, diabetic retinopathy (DR) and atrophic age-related macular degeneration
(AMD). Below, we discuss the therapeutic potential of VEGF-B in relation to these
pathologies.
7.1 Alzheimer's Disease
Alzheimer’s Disease (AD) is a major contributor to dementia in the elderly, and affects about
2% of the population in developed countries. The total number of AD patients is estimated
to increase significantly in the near future due to the growing aging population (Mattson,
2004). In AD patients, plaques containing the beta-amyloid protein deposit extracellularly,
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and neurofibrillary tangles of hyperphosphorylated tau protein accumulate intracellularly
in the brain, leading to the degeneration of synapses and neurons, and eventually the loss of
memory and cognitive ability (Mattson, 2004). Both genetic and environmental factors
contribute to the development of AD. Several drugs are currently available for AD
treatment, such as tacrine, donepezil, rivastigmine tartrate and galantamine hydrobromide.
These drugs can sometimes relieve the symptoms of early stage AD patients. However, they
cannot stop or reverse the progression of the illness, and the effects of these drugs are often
inconsistent and diminished over time. Therefore, more effective treatments are still needed.
Many new reagents have been tested in preclinical or clinical studies, such as intravenous
immunoglobulin (Relkin et al., 2008), γ-secretase inhibitors (Siemers et al., 2006; Wilcock et
al., 2008), blockers of the receptor for advanced glycation end product (Chen et al., 2007),
Dimebon (Doody et al., 2008), etc. However, their therapeutic efficacies are yet to be proven.
It is noteworthy that in recent years, AD has been considered more as a vascular, rather than
a neural disease based on clinical imaging, epidemiological, pharmacotherapy and
histopathological evidence (Chow et al., 2007; de la Torre, 2002; de la Torre, 2004; Kalaria
and Hedera, 1995). Indeed, vascular degeneration has been observed in different
experimental Alzheimer’s disease models (Girouard and Iadecola, 2006; Wu et al.,
2005),(Hsu et al., 2007). In addition, it has been known that the functional relationships
among neuronal, glial, and vascular cells within the so-called neurovascular unit is
compromised in Alzheimer’s disease (Salmina, 2009). Thus, mounting evidence indicates
that vascular abnormalities, such as capillary degeneration, are important factors that can
initiate Alzheimer’s disease. Due to the potent survival effect of VEGF-B on both neuronal
and vascular cells, VEGF-B may have a therapeutic potential in the prevention and
treatment of Alzheimer’s disease. Further studies are needed to verify this.
7.2 Parkinson's Disease
Parkinson’s Disease (PD) is the second most prevalent neurodegenerative disease following
AD. PD is characterized by the age-related progressive loss of dopaminergic
neurotransmission in the basal ganglia (Nutt and Wooten, 2005). The etiology of PD is
complicated and involves multiple factors and mechanisms. PD patients suffer from severe
motor symptoms, including uncontrollable resting tremor, bradykinesia, rigidity and
postural imbalance. Current treatment for PD can only attenuate the symptoms. There is no
effective drug that can stop the neuronal death in PD patients. Levodopa, in combination
with a peripheral dopa decarboxylase inhibitor, is the most effective therapy thus far (Lees
et al., 2009). However, levodopa motor and nonmotor complications are challenging issues
to overcome clinically (Jankovic, 2005). Dopamine agonists and monoamine oxidase-B
inhibitors can reduce the symptoms either as a monotherapy or in combination with
levodopa (Jankovic, 2006). However, even though the symptoms may be controlled after the
administration of these drugs, at least following the initial treatment, the death of the
dopaminergic neurons persists and the disease continues to progress.
Neuroprotection is at the forefront of PD research, and many neuroprotective reagents have
been investigated (Bonuccelli and Del Dotto, 2006; Djaldetti and Melamed, 2002). The glial
cell derived neurotrophic factor (GDNF) has been shown to enhance the survival of
midbrain dopaminergic neurons in vitro and rescued degenerating neurons in vivo (Love et
al., 2005). However, a multicenter clinical trial showed no clinical benefit (Lang et al., 2006),
and GDNF antibody development was observed in some PD patients (Sherer et al., 2006).
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Indeed, in a rat α-synuclein PD model, overexpression of GDNF failed to exert effective
neuroprotection (Decressac et al., 2011). The vascular endothelial growth factor–A (VEGF-A)
has been shown to induce neuroprotection in a PD model of the 6-hydroxydopamine (6OHDA) lesioned rats (Yasuhara et al., 2004). However unwarranted side effect of VEGF-A
proved to be detrimental to the brain, since VEGF-A also induced edema and undesired
angiogenesis in the brain (Yasuhara et al., 2005). In addition, it has also been reported that
VEGF-A induces astrogliosis, microgliosis and disrupts the blood-brain barrier (Rite et al.,
2007). Thus, new and better neuroprotective reagents are still needed.
Apart from neuronal death, normal contact between nigral neurons and capillaries is often
impaired in the brains of PD patients. Capillary basement membrane thickening and
collagen accumulation are often seen in PD patients, suggesting that capillary dysfunction
may play an important role in PD development (Farkas et al., 2000; Faucheux et al., 1999).
Indeed, it is believed that markers of cerebrovascular disease may predict the development
of different types of dementia, including PD (Staekenborg et al., 2009). Recent work has
shown that VEGF-B expression was upregulated by neurodegenerative challenges in the
midbrain, and exogenous application of VEGF-B has a neuroprotective effect in a culture
model of PD (Falk et al., 2009). In another study, VEGF-B186 was used to test its
neuroprotective effect in a PD model since it is more diffusable and hardly binds to
extracellular matrix than VEGF-B167 (Olofsson et al., 1996b; Poesen et al., 2008). In this study,
a single dose of VEGF-B186 (3µg/rat) rescued dopaminergic neurons from death in the
caudal sub region of substantia nigra in rats (Falk et al., 2011). Thus, as a potent neuronal
and vascular protective factor, VEGF-B may have therapeutic implications in PD treatment.
Future investigations are needed to investigate into this.
7.3 Amyotrophic lateral sclerosis
Amyotrophic lateral sclerosis (ALS) is a devastating adult-onset neurodegenerative disorder
characterized by progressive loss of motoneurons in the primary motor cortex, corticospinal
tracts, brainstem and spinal cord, leading to muscular paralysis and eventually death
(Wijesekera and Leigh, 2009). The pathogenesis of familial ALS is unclear. Sporadic ALS is
believed to be related to superoxide dismutase (SOD) 1 mutation in about 20-30% of the
patients (Yamamoto et al., 2008). Although many drug candidates have been tested, such as
antioxidants, neurotrophic factors, anti-apoptotic, anti-inflammatory and anti-aggregation
reagents, the only drug currently available for ALS patients is Riluzole, a glutamate
antagonist (Traynor et al., 2006; Yamamoto et al., 2008). Recently, it is believed that vascular
defect may be a critical contributor to the pathogenesis of ALS. In the amyotrophic lateral
sclerosis-linked SOD1 mutant mice, vascular endothelial damage accumulates before motor
neuron degeneration and plays a central role in ALS initiation (Segura et al., 2009). The
therapeutic promise of VEGF-B in ALS treatment has been shown by Poesen et al. VEGF-B186
protected cultured primary motor neurons against degeneration (Poesen et al., 2008). In vivo,
VEGF-B treatment protected motor neurons from degeneration in several experimental ALS
models (Poesen et al., 2008). In the future, it will be exciting to see whether this effect of
VEGF-B holds true in ALS patients.
7.4 Stroke
Ischemic stroke due to sudden loss of blood supply in the brain is a leading cause of
morbidity and mortality in the United States. Currently, there is no satisfying therapy for
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stroke patients despite extensive effort on identifying better interventions. Since early 1990s,
neuroprotection as a potential therapeutic strategy for stroke treatment has received much
attention (Ginsberg, 2008). During the past decade or so, about 160 clinical trials on
neuroprotection for ischemic stroke treatment have been conducted (Ginsberg, 2008).
However, no effective neuroprotective drug has been identified. The potential therapeutic
value of VEGF-B for stroke treatment has been supported by several studies. It has been
shown that VEGF-B is a potent survival factor for cortical neurons. VEGF-B deficiency in
mouse increased stroke volume by about 40% in an experimental stroke model, and led to
more severe neurologic impairment (Sun et al., 2004). Indeed, VEGF-B protein treatment
protected cultured cerebral cortical neurons from hypoxic injury, demonstrating a direct
survival effect of VEGF-B on neurons (Sun et al., 2004). Furthermore, intraventricular
administration of VEGF-B decreased stroke volume (Li et al., 2008b) and restored
neurogenesis to normal level in VEGF-B deficient mice (Sun et al., 2006). Mechanistically, we
have shown that VEGF-B exerts its neuronal survival effect by inhibiting the expression of
many proapoptotic BH3-only protein genes (Li et al., 2008b). In summary, both in vitro and
in vivo data from several groups have suggested a therapeutic potential of VEGF-B in stroke
treatment and warrant further studies to investigate into this.
7.5 Huntington’s Disease
Huntington’s Disease (HD) is a hereditary autosomal dominant neurodegenerative disorder
characterized by the selective degeneration of striatal projection neurons that are
responsible for choreic movements, resulting in progressive movement disorder, cognitive
decline and psychiatric disturbances. Over the course of HD, the mutated huntingtin protein
leads to intracellular dysfunctions and neuronal death in the striatum, selected layers of the
cerebral cortex, as well as other brain regions (Gil and Rego, 2008). Currently, no effective
therapy exists for HD. Pharmacological treatment may ameliorate hyperkinesis and
psychiatric symptoms, but neuropsychological deficits and dementia remain untreatable.
The apoptotic cascade is believed to be a possible cause of neurodegeneration in HD
(Pattison et al., 2006). The therapeutic potential of some neuroprotective reagents in HD
treatment, such as GDNF, coenzyme Q10, minocycline and unsaturated fatty acids, has been
investigated (Alberch et al., 2002; Bonelli and Hofmann, 2007). Since VEGF-B is a potent
apoptosis inhibitor (Li et al., 2008b), it will be interesting to test whether VEGF-B could slow
down, if not stop, neuronal degeneration in HD.
7.6 Retinal degenerative diseases
Retinal degenerative diseases are a group of disorders involving degeneration of the retina.
Progressive loss of retinal neurons is a common characteristic of such disorders and the
major reason for vision impair or loss. Further, blood vessel deterioration is often seen in
many of the retinal degenerative diseases. Unfortunately, thus far, there is no efficacious
treatment for most of the retinal degenerative diseases.
7.6.1 Retinitis pigmentosa (RP)
Retinitis pigmentosa (RP) is a heterogeneous retinal dystrophy characterized by the
progressive loss of photoreceptors and subsequent degeneration of retinal pigmented
epithelial (RPE) cells (Hartong et al., 2006). RP is the leading cause of blindness in inherited
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retinal degeneration-associated diseases world-wide. The first symptom of RP is often night
blindness, followed by the gradual loss of peripheral visual field, and ultimately blindness.
Apart from the photoreceptor dystrophy, retinal arterioles are attenuated in RP, leading to
poor oxygenation of rods and cones and increased apoptosis in the neural retina. It is known
that about 45 genes/loci are involved in this pathology. Due to the large number of genes
and mutations implicated, correcting the defective genes/mutations represents an
overwhelming challenge. The current available therapies are vitamin supplement and
sunlight protection, which can only slow down the degenerative process (Hamel, 2006).
There is no treatment that can stop the progress of the disease or restore vision in RP
patients. Since VEGF-B can protect both neuronal and vascular cells from apoptosis, VEGF-B
administration may preserve both the photoreceptors and blood vessels in RP. Future
studies are needed to verify this.
7.6.2 Glaucoma
Glaucoma is the most prevalent form of adult optic neuropathies affecting approximately
2% of the population over the age of 40 (Levin, 2005; Marcic et al., 2003). Glaucoma is
characterized by the increased apoptosis of retinal ganglion cells, loss of optic nerve ﬁbers,
and, if uncontrolled, impair or loss of vision (Weinreb, 2005). Apoptosis of retinal ganglion
cells is believed to be an early event in glaucoma (Cheung et al., 2008). The number of
glaucoma patients is significantly increasing because of the growing ageing population and
other factors (Morley and Murdoch, 2006). Currently, there is no general treatment effective
for all glaucoma patients. Recent years have seen increasing evidence showing that
glaucoma is, to a large extent, a neurodegenerative disease similar to other
neurodegenerative disorders in the central nervous system, such as Alzheimer’s disease
(Cheung et al., 2008). Traditionally, lowering the intraocular pressure (IOP) has been a major
therapeutic goal in glaucoma treatment. However, such therapeutic approaches have not
been effective in preventing many patients from progressive vision loss. Thus, the fact that
retinal ganglion cells (RGC) continue to die in some glaucoma patients with normal or even
lower IOP has changed the research focus to neuroprotection for glaucoma treatment in
recent years. Therefore, neuroprotective reagents used to treat other neurodegenerative
diseases have been under considerable investigation for glaucoma treatment, and
neuroprotection in glaucoma treatment has gained more and more attention. However, the
number of effective neuroprotective reagents is limited. We have recently revealed that
VEGF-B is expressed in normal retinal ganglion cells (Li et al., 2008b). Importantly, the
expression of VEGF-B is up-regulated after optic nerve crush injury in the retina (Li et al.,
2008b), suggesting a role of VEGF-B in retinal ganglion cell function. Indeed, VEGF-B
inhibits the expression of many apoptotic genes in the retina and protected retinal ganglion
cells from axotomy-induced apoptosis (Li et al., 2008b). These data have provided evidence
that VEGF-B may be a promising drug candidate for glaucoma treatment as a
neuroprotective factor. Further studies are warranted to investigate this.
7.6.3 Diabetic retinopathy
Diabetic retinopathy (DR) is a common complication of diabetes. About 50-75% of diabetic
patients develop DR. In the United States, DR is the leading cause of legal blindness in the
20 to 74 year-old population (Imai et al., 2009). Conventionally, DR is believed mainly to be
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a microvascular disease. However, it is now considered to be also a neurodegenerative
disease involving functional and structural defects of different types of neurons in the retina
(Imai et al., 2009). Indeed, neuronal apoptosis has been found to be an early event in a rat
model of diabetes (Barber et al., 1998). Four months after the onset of diabetes, there were
only about 50% of total neurons left in the retinae of the rats (Barber et al., 1998), and the
number of retinal ganglion cells (RGC) and the thickness of the inner retina layer were
significantly reduced (Barber et al., 1998). In diabetic patients, increased apoptosis was also
observed in the retina (Imai et al., 2009). Moreover, significant nerve fibre loss in the
superior segment of the retina was observed in type 1 diabetic patients, suggesting RGC loss
(Kern and Barber, 2008; Lopes de Faria et al., 2002). In addition, thinning of the inner retinal
layer was observed in early stage of type 1 diabetic patients (van Dijk et al., 2009). It is
reported that the mitochondria- and caspase-dependent cell-death pathways are involved in
the neuronal degeneration in diabetic retinopathy (Oshitari et al., 2008). The potential role of
VEGF-B in diabetic retinopathy has not been investigated thus far. However, given that
VEGF-B is a potent apoptosis inhibitor and has a strong protective effect on both retinal
ganglion cells and different types of vascular cells, it is reasonable to speculate that VEGF-B
could be used to rescue the chronic retinal degeneration in DR. However, further
investigation and research into this aspect are still needed.
7.6.4 Atrophic AMD
Age-related macular degeneration (AMD) is the most common cause of blindness in
developed countries. Atrophic (dry) AMD is a late-onset, multifactorial, slowly progressing
retinal neurodegenerative disease caused by the degeneration of retinal pigment epithelium
(RPE) that lies beneath the photoreceptor cells in the retina. Although RPE is a central
element in the pathogenesis of age-related macular degeneration, RPE dysfunction results in
the secondary death of macular rods and cones due to abnormal metabolic support from the
RPE, eventually leading to irreversible vision loss (de Jong, 2006). Drusen formation,
oxidative stress, accumulation of lipofuscin, local inflammation and reactive gliosis are
believed to be involved in the pathogenesis of atrophic AMD (Petrukhin, 2007). Currently,
there is no effective treatment for atrophic AMD. There are reports showing that
antioxidants supplement can provide protection against age-related macular degeneration.
A high dietary intake of beta carotene, vitamin C, vitamin E, and zinc may reduce the risk of
AMD in elderly people substantially (Johnson, 2009; van Leeuwen et al., 2005). Compared
with the other types of retinal degenerative diseases, neuroprotection as a potential
therapeutic strategy has been less studied in atrophic AMD. Our recent findings showed
that VEGF-B is a potent apoptosis inhibitor. Moreover, the anti-apoptotic property of VEGFB is likely a general effect on many different types of cells, including RPE cells (Li et al.,
2009; Li et al., 2008b; Zhang et al., 2009). VEGF-B therefore might potentially be used to
enhance RPE survival for AMD treatment.

8. Conclusion
In summary, despite the complex etiology of different types of neurodegenerative diseases,
one common characteristic of them is the apoptotic neuronal death. In addition,
degeneration of the blood vessels is often seen in many of the neurodegenerative diseases.
Thus, combination therapy acting on both aspects is highly desirable. We and others have
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recently shown that VEGF-B appears to be a multi-functional molecule with a potent
protective/survival effect on both the neuronal and vascular systems. Importantly, the
protective/survival effect of VEGF-B is accompanied by a unique and rare safety profile,
since VEGF-B under most conditions appears to be inert, but acts only when there is a
pathological challenge. Thus, VEGF-B may have important therapeutic values in treating
different types of neurodegenerative diseases by preserving both the endangered neurons
and blood vessels, and, possibly, other cell types as well.

9. Acknowledgment
This research was supported in part by the Macular Degeneration Research, a program of
the American Health Assistance Foundation, and the Intramural Research Program of the
NIH, National Eye Institute.

10. References
Aase, K.; Lymboussaki, A.; Kaipainen, A.; Olofsson, B.; Alitalo, K. & Eriksson, U. (1999).
Localization of VEGF-B in the mouse embryo suggests a paracrine role of the
growth factor in the developing vasculature. Developmental Dynamics. 215:12-25.
Aase, K.; von Euler, G.; Li, X.; Ponten, A.; Thoren, P.; Cao, R.; Cao, Y.; Olofsson, B.; GebreMedhin, S.; Pekny, M.; Alitalo, K.; Betsholtz, C. & Eriksson, U. (2001). Vascular
Endothelial Growth Factor-B-Deficient Mice Display an Atrial Conduction Defect.
Circulation. 104:358-364.
Abraham, D.; Taghavi, S.; Riml, P.; Paulus, P.; Hofmann, M.; Baumann, C.; Kocher, A.;
Klepetko, W. & Aharinejad, S. (2002). VEGF-A and -C but not -B mediate increased
vascular permeability in preserved lung grafts. Transplantation. 73:1703-1706.
Alberch, J.; Perez-Navarro, E. &. Canals, J.M. (2002). Neuroprotection by neurotrophins and
GDNF family members in the excitotoxic model of Huntington's disease. Brain Res
Bull. 57:817-822.
Alitalo, K.; Tammela, T. & Petrova, T.V. (2005). Lymphangiogenesis in development and
human disease. Nature. 438:946-953.
Barber, A.J.; Lieth, E.; Khin, S.A.; Antonetti, D.A.; Buchanan, A.G. & Gardner, T.W. (1998).
Neural apoptosis in the retina during experimental and human diabetes. Early
onset and effect of insulin. J Clin Invest. 102:783-791.
Beal, M.F. (2007). Mitochondria and neurodegeneration. Novartis Found Symp. 287:183-92;
discussion 192-196.
Bellomo, D.; Headrick, J.P.; Silins, G.U.; Paterson, C.A.; Thomas, P.S.; Gartside, M.; Mould,
A.; Cahill, M.M.; Tonks, I.D. ; Grimmond, S.M.; Townson, S.; Wells, C.; Little, M.;
Cummings, M.C.; Hayward N.K. & Kay, G.F. (2000). Mice lacking the vascular
endothelial growth factor-B gene (Vegfb) have smaller hearts, dysfunctional
coronary vasculature, and impaired recovery from cardiac ischemia. Circulation
Research. 86:E29-E35.
Bhardwaj, S.; Roy, H.; Gruchala, M.; Viita, H.; Kholova, I.; Kokina, I.; Achen, M.G.; Stacker,
S.A.; Hedman, M.; Alitalo, K. & Yla-Herttuala, S. (2003). Angiogenic responses of
vascular endothelial growth factors in periadventitial tissue. Hum Gene Ther.
14:1451-1462.

www.intechopen.com

Can VEGF-B Be Used to Treat Neurodegenerative Diseases?

399

Bhardwaj, S.; Roy, H.; Heikura, T. & Yla-Herttuala, S. (2005). VEGF-A, VEGF-D and VEGF-D
induced intimal hyperplasia in carotid arteries. Eur J Clin Invest. 35:669-676.
Bonelli, R.M. & Hofmann, P. (2007). A systematic review of the treatment studies in
Huntington's disease since 1990. Expert Opin Pharmacother. 8:141-153.
Bonuccelli, U. & Del Dotto, P. (2006). New pharmacologic horizons in the treatment of
Parkinson disease. Neurology. 67:S30-38.
Brkovic, A. & Sirois, M.G. (2007). Vascular permeability induced by VEGF family members
in vivo: Role of endogenous PAF and NO synthesis. J Cell Biochem. 100:727-737.
Browne, S.E. & Beal, M.F. (2004). The energetics of Huntington's disease. Neurochem Res.
29:531-546.
Cao, Y. (2009). Positive and negative modulation of angiogenesis by VEGFR1 ligands. Sci
Signal. 2:re1.
Carmeliet, P.; Ferreira, V.; Breier, G.; Pollefeyt, S.; Kieckens, L.; Gertsenstein, M.; Fahrig, M.;
Vandenhoeck, A.; Harpal, K.; Eberhardt, C.; Declercq, C.; Pawling, J.; Moons, L.;
Collen, D.; Risau, W. & Nagy, A. (1996). Abnormal blood vessel development and
lethality in embryos lacking a single VEGF allele. Nature. 380:435-439.
Carmeliet, P. & Jain, R.K. (2000). Angiogenesis in cancer and other diseases. Nature. 407:249257.
Carmeliet, P.; Moons, L.; Luttun, A.; Vincenti, V.; Compernolle, V.; De Mol, M.; Wu, Y.;
Bono, F.; Devy, L.; Beck, H.; Scholz, D.; Acker, T.; DiPalma, T.; Dewerchin, M.;
Noel, A.; Stalmans, I.; Barra, A.; Blacher, S.; Vandendriessche, T.; Ponten, A.;
Eriksson, U.; Plate, K.H.; Foidart, J.M.; Schaper, W.;. Charnock-Jones, D.S.; Hicklin,
D.J.; Herbert, J.M.; Collen, D. & Persico, M.G. (2001). Synergism between vascular
endothelial growth factor and placental growth factor contributes to angiogenesis
and plasma extravasation in pathological conditions. Nat Med. 7:575-583.
Chen, X.; Walker, D.G.; Schmidt, A.M.; Arancio, O.; Lue, L.F. & Yan, S.D. (2007). RAGE: a
potential target for Abeta-mediated cellular perturbation in Alzheimer's disease.
Curr Mol Med. 7:735-742.
Cheung, W.; Guo, L. & Cordeiro, M.F. (2008). Neuroprotection in glaucoma: drug-based
approaches. Optom Vis Sci. 85:406-416.
Chow, N.; Bell, R.D.; Deane, R.; Streb, J.W.; Chen, J.; Brooks, A.; Van Nostrand, W.; Miano,
J.M. & Zlokovic, B.V. (2007). Serum response factor and myocardin mediate arterial
hypercontractility and cerebral blood flow dysregulation in Alzheimer's
phenotype. Proc Natl Acad Sci U S A. 104:823-828.
Claesson-Welsh, L. (2008). VEGF-B taken to our hearts: specific effect of VEGF-B in
myocardial ischemia. Arterioscler Thromb Vasc Biol. 28:1575-1576.
D'Alessandro, G.; Calcagno, E.; Tartari, S.; Rizzardini, M.; Invernizzi, R.W. & Cantoni, L.
(2011). Glutamate and glutathione interplay in a motor neuronal model of
amyotrophic lateral sclerosis reveals altered energy metabolism. Neurobiol Dis.
43:346-355.
de Jong, P.T. (2006). Age-related macular degeneration. N Engl J Med. 355:1474-1485.
de la Torre, J.C. (2002). Alzheimer disease as a vascular disorder: nosological evidence.
Stroke. 33:1152-1162.
de la Torre, J.C. (2004). Is Alzheimer's disease a neurodegenerative or a vascular disorder?
Data, dogma, and dialectics. Lancet Neurol. 3:184-190.

www.intechopen.com

400

Neurodegenerative Diseases – Processes, Prevention, Protection and Monitoring

Decressac, M.; Ulusoy, A.; Mattsson, B.; Georgievska, B.; Romero-Ramos, M.; Kirik, D. &
Bjorklund, A. (2011). GDNF fails to exert neuroprotection in a rat {alpha}-synuclein
model of Parkinson's disease. Brain. [Epub ahead of print]
Detmar, M.; Brown, L.F.; Schon, M.P.; Elicker, B.M.; Velasco, P.; Richard, L.; Fukumura, D.;
Monsky, W.; Claffey, K.P. & Jain, R.K. (1998). Increased microvascular density and
enhanced leukocyte rolling and adhesion in the skin of VEGF transgenic mice. J
Invest Dermatol. 111:1-6.
Di Paolo, G. & Kim, T.W. (2011). Linking lipids to Alzheimer's disease: cholesterol and
beyond. Nat Rev Neurosci. 12:284-296.
Djaldetti, R. & Melamed, E. (2002). New drugs in the future treatment of Parkinson's
disease. J Neurol. 249 Suppl 2:II30-35.
Doody, R.S.; Gavrilova, S.I.; Sano, M.; Thomas, R.G.; Aisen, P.S.; Bachurin, S.O.; Seely, L. &
Hung, D. (2008). Effect of dimebon on cognition, activities of daily living,
behaviour, and global function in patients with mild-to-moderate Alzheimer's
disease: a randomised, double-blind, placebo-controlled study. Lancet. 372:207-215.
Dvorak, H.F.; Brown, L.F.; Detmar, M. & Dvorak, A.M. (1995). Vascular permeability
factor/vascular endothelial growth factor, microvascular hyperpermeability, and
angiogenesis. Am J Pathol. 146:1029-1039.
Elstner, M.; Morris, C.M.; Heim, K.; Bender, A.; Mehta, D.; Jaros, E.; Klopstock, T.; Meitinger,
T.; Turnbull, D.M. & Prokisch, H. (2011). Expression analysis of dopaminergic
neurons in Parkinson's disease and aging links transcriptional dysregulation of
energy metabolism to cell death. Acta Neuropathol. 122:75-86.
Eriksson, A.; Cao, R.; Pawliuk, R.; Berg, S.M.; Tsang, M.; Zhou, D.; Fleet, C.; Tritsaris, K.;
Dissing, S.; Leboulch, P.& Cao, Y. (2002). Placenta Growth Factor-1 antagonizes
VEGF-induced angiogenesis and tumor growth by the formation of functionally
inactive PlGF-1/VEGF heterodimers. Cancer Cell. 1:99-108.
Falk, T.; Yue, X.; Zhang, S.; McCourt, A.D.; Yee, B.J.; Gonzalez, R.T. & Sherman S.J. (2011).
Vascular endothelial growth factor-B is neuroprotective in an in vivo rat model of
Parkinson's disease. Neurosci Lett. 496:43-47.
Falk, T.; Zhang, S. & Sherman, S.J. (2009). Vascular endothelial growth factor B (VEGF-B) is
up-regulated and exogenous VEGF-B is neuroprotective in a culture model of
Parkinson's disease. Mol Neurodegener. 4:49.
Farkas, E.; De Jong, G.I.; de Vos, R.A.; Jansen Steur, E.N. & Luiten, P.G. (2000). Pathological
features of cerebral cortical capillaries are doubled in Alzheimer's disease and
Parkinson's disease. Acta Neuropathol. 100:395-402.
Faucheux, B.A.; Bonnet, A.M.; Agid Y. & Hirsch, E.C. (1999). Blood vessels change in the
mesencephalon of patients with Parkinson's disease. Lancet. 353:981-982.
Ferrara, N.; Carver-Moore, K.; Chen, H.; Dowd, M.; Lu, L.; O'Shea, K.S.; Powell-Braxton, L.;
Hillan, K.J. & Moore, M.W. (1996). Heterozygous embryonic lethality induced by
targeted inactivation of the VEGF gene. Nature. 380:439-442.
Ferrara, N. & Kerbel, R.S. (2005). Angiogenesis as a therapeutic target. Nature. 438:967-974.
Folkman, J. 2007. Angiogenesis: an organizing principle for drug discovery? Nat Rev Drug
Discov. 6:273-286.
Gil, J.M. & Rego, A.C. (2008). Mechanisms of neurodegeneration in Huntington's disease.
Eur J Neurosci. 27:2803-2820.

www.intechopen.com

Can VEGF-B Be Used to Treat Neurodegenerative Diseases?

401

Ginsberg, M.D. (2008). Neuroprotection for ischemic stroke: past, present and future.
Neuropharmacology. 55:363-389.
Girouard, H. & Iadecola, C. (2006). Neurovascular coupling in the normal brain and in
hypertension, stroke, and Alzheimer disease. J Appl Physiol. 100:328-335.
Grimmond, S.; Lagercrantz, J.; Drinkwater, C.; Silins, G.; Townson, S.; Pollock, P.; Gotley, D.;
Carson, E.; Rakar, S.; Nordenskjold, M.; Ward, L.; Hayward, N. & Weber, G. (1996).
Cloning and characterization of a novel human gene related to vascular endothelial
growth factor. Genome Res. 6:124-131.
Hagberg, C.E.; Falkevall, A.; Wang, X.; Larsson, E.; Huusko, J.; Nilsson, I.; van Meeteren,
L.A.; Samen, E.; Lu, L.; Vanwildemeersch, M.; Klar, J.; Genove, G.; Pietras, K.;
Stone-Elander, S.; Claesson-Welsh, L.; Yla-Herttuala, S.; Lindahl, P. & Eriksson, U.
(2010). Vascular endothelial growth factor B controls endothelial fatty acid uptake.
Nature. 464:917-921.
Hamel, C. (2006). Retinitis pigmentosa. Orphanet J Rare Dis. 1:40.
Hartong, D.T.; Berson, E.L. & Dryja, T.P. (2006). Retinitis pigmentosa. Lancet. 368:1795-809.
Hsu, M.J.; Hsu, C.Y.; Chen, B.C.; Chen, M.C.; Ou, G. & Lin, C.H. (2007). Apoptosis signalregulating kinase 1 in amyloid beta peptide-induced cerebral endothelial cell
apoptosis. J Neurosci. 27:5719-5729.
Imai, H.; Singh, R.S.; Fort, P.E. & Gardner, T.W. (2009). Neuroprotection for diabetic
retinopathy. Dev Ophthalmol. 44:56-68.
Jankovic, J. (2005). Motor fluctuations and dyskinesias in Parkinson's disease: clinical
manifestations. Mov Disord. 20 Suppl 11:S11-16.
Jankovic, J. (2006). An update on the treatment of Parkinson's disease. Mt Sinai J Med. 73:682689.
Jeltsch, M.; Kaipainen, A.; Joukov, V.; Meng, X.; Lakso, M.; Rauvala, H.; Swartz, M.;
Fukumura, D.; Jain, R.K. & Alitalo, K. (1997). Hyperplasia of lymphatic vessels in
VEGF-C transgenic mice. Science. 276:1423-1425.
Johnson, E.J. (2010). Age-related macular degeneration and antioxidant vitamins: recent
findings. Curr Opin Clin Nutr Metab Care. 13(1):28-33.
Joukov, V.; Sorsa, T.; Kumar, V.; Jeltsch, M.; Claesson-Welsh, L.; Cao, Y.; Saksela, O.;
Kalkkinen, N. & Alitalo, K. (1997). Proteolytic processing regulates receptor
specificity and activity of VEGF-C. Embo J. 16:3898-3911.
Kalaria, R.N. & Hedera, P. (1995). Differential degeneration of the cerebral microvasculature
in Alzheimer's disease. Neuroreport. 6:477-480.
Karkkainen, A.M.; Kotimaa, A.; Huusko, J.; Kholova, I.; Heinonen, S.E.; Stefanska, A.;
Dijkstra, M.H.; Purhonen, H.; Hamalainen, E.; Makinen, P.I.; Turunen, M.P. & YlaHerttuala, S. (2009). Vascular endothelial growth factor-D transgenic mice show
enhanced blood capillary density, improved postischemic muscle regeneration, and
increased susceptibility to tumor formation. Blood. 113:4468-4475.
Karkkainen, M.J.; Haiko, P.; Sainio, K.; Partanen, J.; Taipale, J.; Petrova, T.V.; Jeltsch, M.;
Jackson, D.G.; Talikka, M.; Rauvala, H.; Betsholtz, C. & Alitalo, K. (2004). Vascular
endothelial growth factor C is required for sprouting of the first lymphatic vessels
from embryonic veins. Nat Immunol. 5:74-80.
Karpanen, T.; Bry, M.; Ollila, H.M.; Seppanen-Laakso, T.; Liimatta, E.; Leskinen, H.; Kivela,
R.; Helkamaa, T.; Merentie, M.; Jeltsch, M.; Paavonen, K.; Andersson, L.C.;

www.intechopen.com

402

Neurodegenerative Diseases – Processes, Prevention, Protection and Monitoring

Mervaala E.; Hassinen, I.E.; Yla-Herttuala, S.; Oresic, M. & Alitalo, K. (2008).
Overexpression of vascular endothelial growth factor-B in mouse heart alters
cardiac lipid metabolism and induces myocardial hypertrophy. Circ Res. 103:10181026.
Kern, T.S. & Barber, A.J. (2008). Retinal ganglion cells in diabetes. J Physiol. 586:4401-8.
Kiba, A.; Sagara, H.; Hara, T. & Shibuya, M. (2003). VEGFR-2-specific ligand VEGF-E
induces non-edematous hyper-vascularization in mice. Biochem Biophys Res
Commun. 301:371-7.
Lahteenvuo, J.E.; Lahteenvuo, M.T.; Kivela, A.; Rosenlew, C.; Falkevall, A.; Klar, J.; Heikura,
T.; Rissanen, T.T.; Vahakangas, E.; Korpisalo, P.; Enholm, B.; Carmeliet, P.; Alitalo
K.; Eriksson, U & Yla-Herttuala, S. (2009). Vascular endothelial growth factor-B
induces myocardium-specific angiogenesis and arteriogenesis via vascular
endothelial growth factor receptor-1- and neuropilin receptor-1-dependent
mechanisms. Circulation. 119:845-856.
Lang, A.E.; Gill, S.; Patel, N.K.; Lozano, A.; Nutt, J.G.; Penn, R.; Brooks, D.J.; Hotton, G.;
Moro, E.; Heywood, P.; Brodsky, M.A.; Burchiel, K.; Kelly, P.; Dalvi, A.; Scott, B.;
Stacy, M.; Turner, D.;. Wooten, V.G.; Elias, W.J.; Laws, E.R.; Dhawan, V.; Stoessl,
A.J.; Matcham, J.; Coffey, R.J. & Traub, M. (2006). Randomized controlled trial of
intraputamenal glial cell line-derived neurotrophic factor infusion in Parkinson
disease. Ann Neurol. 59:459-466.
Larcher, F.; Murillas, R.; Bolontrade, M.; Conti, C.J. & Jorcano, J.L. (1998). VEGF/VPF
overexpression in skin of transgenic mice induces angiogenesis, vascular
hyperpermeability and accelerated tumor development. Oncogene. 17:303-311.
Lees, A.J.; Hardy, J. & Revesz, T. (2009). Parkinson's disease. Lancet. 373:2055-2066.
Levin, L.A. (2005). Neuroprotection and regeneration in glaucoma. Ophthalmol Clin North
Am. 18:585-596, vii.
Li, X.; Aase, K.; Li, H.; von Euler, G.& Eriksson, U. (2001). Isoform-specific expression of
VEGF-B in normal tissues and tumors. Growth Factors. 19:49-59.
Li, X. & Eriksson, U. (2001). Novel VEGF family members: VEGF-B, VEGF-C and VEGF-D.
Int J Biochem Cell Biol. 33:421-426.
Li, X.; Lee, C.; Tang, Z.; Zhang, F.; Arjunan, P.; Li, Y.; Hou, X.; Kumar, A. & L. Dong. (2009).
VEGF-B: a survival, or an angiogenic factor? Cell Adh Migr. 3:322-327.
Li, X.; Tjwa, M.; Van Hove, I.; Enholm, B.; Neven, E.; Paavonen, K.; Jeltsch, M.; Juan, T.D.;
Sievers, R.E.; Chorianopoulos, E.; Wada, H.; Vanwildemeersch, M.; Noel, A.;
Foidart, J.M.; Springer, M.L.; von Degenfeld, G.; Dewerchin, M.; Blau, H.M.; Alitalo,
K.; Eriksson, U.; Carmeliet, P. & Moons, L. (2008a). Reevaluation of the role of
VEGF-B suggests a restricted role in the revascularization of the ischemic
myocardium. Arterioscler Thromb Vasc Biol. 28:1614-1620.
Li, Y.; Zhang, F.; Nagai, N.; Tang, Z.; Zhang, S.; Scotney, P.; Lennartsson, J.; Zhu, C.; Qu, Y.;
Fang, C.; Hua, J.; Matsuo, O.; Fong, G.H.; Ding, H.; Cao, Y.; Becker, K.G.; Nash, A.;
Heldin, C.H.& Li, X. (2008b). VEGF-B inhibits apoptosis via VEGFR-1-mediated
suppression of the expression of BH3-only protein genes in mice and rats. J Clin
Invest. 118:913-923.
Lohela, M.; Bry, M.; Tammela, T. & Alitalo, K. (2009). VEGFs and receptors involved in
angiogenesis versus lymphangiogenesis. Curr Opin Cell Biol. 21:154-165.

www.intechopen.com

Can VEGF-B Be Used to Treat Neurodegenerative Diseases?

403

Lopes de Faria, J.M.; Russ, H. & Costa, V.P. (2002). Retinal nerve fibre layer loss in patients
with type 1 diabetes mellitus without retinopathy. Br J Ophthalmol. 86:725-728.
Louzier, V.; Raffestin, B.; Leroux, A.; Branellec, D.; Caillaud, J.M.; Levame, M.; Eddahibi, S.
& Adnot, S. (2003). Role of VEGF-B in the lung during development of chronic
hypoxic pulmonary hypertension. Am J Physiol Lung Cell Mol Physiol. 284:L926L937.
Love, S.; Plaha, P.; Patel, N.K.; Hotton, G.R.; Brooks, D.J. & Gill, S.S. (2005). Glial cell linederived neurotrophic factor induces neuronal sprouting in human brain. Nat Med.
11:703-704.
Luttun, A.; Tjwa, M.; Moons, L.; Wu, Y.; Angelillo-Scherrer, A.; Liao, F.; Nagy, J.A.; Hooper,
A.; Priller, J.; De Klerck, B.; Compernolle, V.; Daci, E.; Bohlen, P.; Dewerchin, M.;
Herbert, J.M.; Fava, R.; Matthys, P.; Carmeliet, G.; Collen, D.; Dvorak, H.F.; Hicklin,
D.J. & Carmeliet, P. (2002). Revascularization of ischemic tissues by PlGF treatment,
and inhibition of tumor angiogenesis, arthritis and atherosclerosis by anti-Flt1. Nat
Med. 1:1.
Marcic, T.S.; Belyea, D.A. & Katz, B. (2003). Neuroprotection in glaucoma: a model for
neuroprotection in optic neuropathies. Curr Opin Ophthalmol. 14:353-356.
Mattson, M.P. (2004). Pathways towards and away from Alzheimer's disease. Nature.
430:631-639.
Morley, A.M. & Murdoch, I. (2006). The future of glaucoma clinics. Br J Ophthalmol. 90:640645.
Mould, A.W.; Greco, S.A.; Cahill, M.M.; Tonks, I.D.; Bellomo, D.; Patterson, C.; Zournazi, A.;
Nash, A.; Scotney, P.; Hayward, N.K. & Kay, G.F. (2005). Transgenic overexpression
of vascular endothelial growth factor-B isoforms by endothelial cells potentiates
postnatal vessel growth in vivo and in vitro. Circ Res. 97:e60-70.
Mould, A.W.; Tonks, I.D.; Cahill, M.M.; Pettit, A.R.; Thomas, R.; Hayward, N.K. & Kay, G.F.
(2003). Vegfb gene knockout mice display reduced pathology and synovial
angiogenesis in both antigen-induced and collagen-induced models of arthritis.
Arthritis Rheum. 48:2660-2669.
Nash, A.D.; Baca, M.; Wright, C. & Scotney, P.D. (2006). The biology of vascular endothelial
growth factor-B (VEGF-B). Pulm Pharmacol Ther. 19:61-69.
Nutt, J.G. & Wooten, G.F. (2005). Clinical practice. Diagnosis and initial management of
Parkinson's disease. N Engl J Med. 353:1021-1027.
Odorisio, T.; Schietroma, C.; Zaccaria, M.L.; Cianfarani, F.; Tiveron, C.; Tatangelo, L.; Failla,
C.M. & Zambruno, G. (2002). Mice overexpressing placenta growth factor exhibit
increased vascularization and vessel permeability. J Cell Sci. 115:2559-2567.
Ogawa, S.; Oku, A.; Sawano, A.; Yamaguchi, S.; Yazaki, Y. & Shibuya, M. (1998). A novel
type of vascular endothelial growth factor, VEGF-E (NZ-7 VEGF), preferentially
utilizes KDR/Flk-1 receptor and carries a potent mitotic activity without heparinbinding domain. J Biol Chem. 273:31273-1282.
Olofsson, B.; Korpelainen, E.; Pepper, M.S.; Mandriota, S.J.; Aase, K.; Kumar, V.; Gunji,
Y.; Jeltsch, M.M.; Shibuya, M.; Alitalo, K. & Eriksson, U. (1998). Vascular
endothelial growth factor B (VEGF-B) binds to VEGF receptor-1 and regulates
plasminogen activator activity in endothelial cells. Proc Natl Acad Sci U S A.
95:11709-11714.

www.intechopen.com

404

Neurodegenerative Diseases – Processes, Prevention, Protection and Monitoring

Olofsson, B.; Pajusola, K.; Kaipainen, A.; von Euler, G.; Joukov, V.; Saksela, O.; Orpana, A.;
Pettersson, R.F.; Alitalo, K. & Eriksson, U. (1996a). Vascular endothelial growth
factor B, a novel growth factor for endothelial cells. Proc Natl Acad Sci U S A.
93:2576-2581.
Olofsson, B.; Pajusola, K.; von Euler, G.; Chilov, D.; Alitalo, K. & Eriksson, U. (1996b).
Genomic organization of the mouse and human genes for vascular endothelial
growth factor B (VEGF-B) and characterization of a second splice isoform. J Biol
Chem. 271:19310-19317.
Oshitari, T.; Yamamoto, S.; Hata, N. & Roy. S. (2008). Mitochondria- and caspase-dependent
cell death pathway involved in neuronal degeneration in diabetic retinopathy. Br J
Ophthalmol. 92:552-556.
Pattison, L.R.; Kotter, M.R.; Fraga, D. & Bonelli, R.M. (2006). Apoptotic cascades as possible
targets for inhibiting cell death in Huntington's disease. J Neurol. 253:1137-1142.
Petrukhin, K. (2007). New therapeutic targets in atrophic age-related macular degeneration.
Expert Opin Ther Targets. 11:625-639.
Poesen, K.; Lambrechts, D.; Van Damme, P.; Dhondt, J.; Bender, F.; Frank, N.; Bogaert, E.;
Claes, B.; Heylen, L.; Verheyen, A.; Raes, K.; Tjwa, M.; Eriksson, U.; Shibuya, M.;
Nuydens, R.; Van Den Bosch, L.; Meert, T.; D'Hooge, R.; Sendtner, M.; Robberecht,
W. & Carmeliet, P. (2008). Novel role for vascular endothelial growth factor (VEGF)
receptor-1 and its Ligand VEGF-B in motor neuron degeneration. J Neurosci.
28:10451-10459.
Reichelt, M.; Shi, S.; Hayes, M.; Kay, G.; Batch, J.; Gole, G.A. & Browning, J. (2003). Vascular
endothelial growth factor-B and retinal vascular development in the mouse. Clin
Experiment Ophthalmol. 31:61-65.
Relkin, N.R.; Szabo, P.; Adamiak, B.; Burgut, T.; Monthe, C.; Lent, R.W.; Younkin, S.;
Younkin, L.; Schiff, R. & Weksler, M.E. (2008). 18-Month study of intravenous
immunoglobulin for treatment of mild Alzheimer disease. Neurobiol Aging.
30(11):1728-1736.
Rissanen, T.T.; Markkanen, J.E.; Gruchala, M.; Heikura, T.; Puranen, A.; Kettunen, M.I.;
Kholova, I.; Kauppinen, R.A.; Achen, M.G.; Stacker, S.A.; Alitalo, K. & YlaHerttuala, S. (2003). VEGF-D is the strongest angiogenic and lymphangiogenic
effector among VEGFs delivered into skeletal muscle via adenoviruses. Circ Res.
92:1098-1106.
Rite, I..; Machado, A.; Cano, J. & Vener,. J.L. (2007). Blood-brain barrier disruption
induces in vivo degeneration of nigral dopaminergic neurons. J Neurochem.
101:1567-1582.
Salmina, A.B. (2009). Neuron-glia interactions as therapeutic targets in neurodegeneration. J
Alzheimers Dis. 16:485-502.
Segura, I., De Smet, F.; Hohensinner, P.J.; Almodovar, C.R. & Carmeliet, P. (2009). The
neurovascular link in health and disease: an update. Trends Mol Med. 15:439-451.
Sherer, T.B.; Fiske, B.K.; Svendsen, C.N.; Lang, A.E. & Langston, J.W. (2006). Crossroads in
GDNF therapy for Parkinson's disease. Mov Disord. 21:136-141.
Siemers, E.R.; Quinn, J.F.; Kaye, J.; Farlow, M.R.; Porsteinsson, A.; Tariot, P.; Zoulnouni, P.;
Galvin, J.E.; Holtzman, D.M.; Knopman, D.S.; Satterwhite, J.; Gonzales, C.; Dean,

www.intechopen.com

Can VEGF-B Be Used to Treat Neurodegenerative Diseases?

405

R.A. & May, P.C. (2006). Effects of a gamma-secretase inhibitor in a randomized
study of patients with Alzheimer disease. Neurology. 66:602-604.
Staekenborg, S.S.; Koedam, E.L.; Henneman, W.J.; Stokman, P.; Barkhof, F.; Scheltens, P. &
van der Flier, W.M. (2009). Progression of mild cognitive impairment to dementia:
contribution of cerebrovascular disease compared with medial temporal lobe
atrophy. Stroke. 40:1269-1274.
Sun, Y.; Jin, K.; Childs, J.T.; Xie, L.; Mao, X.O. & Greenberg, D.A. (2004). Increased severity
of cerebral ischemic injury in vascular endothelial growth factor-B-deficient mice. J
Cereb Blood Flow Metab. 24:1146-1152.
Sun, Y.; Jin, K.; Childs, J.T.; Xie, L.; Mao, X.O. & Greenberg, D.A. (2006). Vascular endothelial
growth factor-B (VEGFB) stimulates neurogenesis: evidence from knockout mice
and growth factor administration. Dev Biol. 289:329-335.
Traynor, B.J.; Bruijn, L.; Conwit, R.; Beal, F.; O'Neill, G.; Fagan, S.C. & Cudkowicz, M.E.
(2006). Neuroprotective agents for clinical trials in ALS: a systematic assessment.
Neurology. 67:20-27.
van Dijk, H.W.; Kok, P.H.; Garvin, M.; Sonka, M.; Devries, J.H.; Michels, R.P.; van
Velthoven, M.E.; Schlingemann, R.O.; Verbraak, F.D. & Abramoff, M.D. (2009).
Selective loss of inner retinal layer thickness in type 1 diabetic patients with
minimal diabetic retinopathy. Invest Ophthalmol Vis Sci. 50:3404-3409.
van Leeuwen, R.; Boekhoorn, S.; Vingerling, J.R.; Witteman, J.C.; Klaver, C.C.; Hofman, A. &
de Jong, P.T. (2005). Dietary intake of antioxidants and risk of age-related macular
degeneration. Jama. 294:3101-107.
Weinreb, R.N. (2005). Clinical trials of neuroprotective agents in glaucoma. Retina. 25:S78S79.
Wijesekera, L.C. & Leigh, P.N. (2009). Amyotrophic lateral sclerosis. Orphanet J Rare Dis. 4:3.
Wilcock, G.K.; Black, S.E.; Hendrix, S.B.; Zavitz, K.H.; Swabb, E.A. & Laughlin, M.A. (2008).
Efficacy and safety of tarenflurbil in mild to moderate Alzheimer's disease: a
randomised phase II trial. Lancet Neurol. 7:483-493.
Wu, Z.; Guo, H.; Chow, N.; Sallstrom, J.; Bell, R.D.; Deane, R.; Brooks, A.I.; Kanagala, S.;
Rubio, A.; Sagare, A.; Liu, D.; Li, F.; Armstrong, D.; Gasiewicz, T.; Zidovetzki, R.;
Song, X.; Hofman, F. & Zlokovic, B.V. (2005). Role of the MEOX2 homeobox gene in
neurovascular dysfunction in Alzheimer disease. Nat Med. 11:959-965.
Xia, Y.P.; Li, B.; Hylton, D.; Detmar, M.; Yancopoulos, G.D. & Rudge, J.S. (2003). Transgenic
delivery of VEGF to mouse skin leads to an inflammatory condition resembling
human psoriasis. Blood. 102:161-168.
Yamamoto, M.; Tanaka, F.; Tatsumi, H. & Sobue, G. (2008). A strategy for developing
effective amyotropic lateral sclerosis pharmacotherapy: from clinical trials to novel
pharmacotherapeutic strategies. Expert Opin Pharmacother. 9:1845-1857.
Yasuhara, T.; Shingo, T.; Kobayashi, K.; Takeuchi, A.; Yano, A.; Muraoka, K.; Matsui, T.;
Miyoshi, Y.; Hamada, H. & Date. I. (2004). Neuroprotective effects of vascular
endothelial growth factor (VEGF) upon dopaminergic neurons in a rat model of
Parkinson's disease. Eur J Neurosci. 19:1494-1504.
Yasuhara, T.; Shingo, T.; Muraoka, K.; wen Ji, Y.; Kameda, M.; Takeuchi, A.; Yano, A.;
Nishio, S.; Matsui, T.; Miyoshi, Y.; Hamada, H. & Date. I. (2005). The differences
between high and low-dose administration of VEGF to dopaminergic neurons of in
vitro and in vivo Parkinson's disease model. Brain Res. 1038:1-10.

www.intechopen.com

406

Neurodegenerative Diseases – Processes, Prevention, Protection and Monitoring

Zhang, F.; Tang, Z.; Hou, X.; Lennartsson, J.; Li, Y.; Koch, A.W.; Scotney, P.; Lee, C.;
Arjunan, P.; Dong, L.; Kumar, A.; Rissanen, T.T.; Wang, B.; Nagai, N.; Fons, P.;
Fariss, R.; Zhang, Y.; Wawrousek, E.; Tansey, G.; Raber, J.; Fong, G.H.; Ding, H.;
Greenberg, D.A.; Becker, K.G.; Herbert, J.M.; Nash, A.; Yla-Herttuala, S.; Cao, Y.;
Watts, R.J. & Li, X. (2009). VEGF-B is dispensable for blood vessel growth but
critical for their survival, and VEGF-B targeting inhibits pathological angiogenesis.
Proc Natl Acad Sci U S A. 106:6152-6157.

www.intechopen.com

Neurodegenerative Diseases - Processes, Prevention, Protection
and Monitoring

Edited by Dr Raymond Chuen-Chung Chang

ISBN 978-953-307-485-6
Hard cover, 558 pages
Publisher InTech

Published online 09, December, 2011

Published in print edition December, 2011
Neurodegenerative Diseases - Processes, Prevention, Protection and Monitoring focuses on biological
mechanisms, prevention, neuroprotection and even monitoring of disease progression. This book emphasizes
the general biological processes of neurodegeneration in different neurodegenerative diseases. Although the
primary etiology for different neurodegenerative diseases is different, there is a high level of similarity in the
disease processes. The first three sections introduce how toxic proteins, intracellular calcium and oxidative
stress affect different biological signaling pathways or molecular machineries to inform neurons to undergo
degeneration. A section discusses how neighboring glial cells modulate or promote neurodegeneration. In the
next section an evaluation is given of how hormonal and metabolic control modulate disease progression,
which is followed by a section exploring some preventive methods using natural products and new
pharmacological targets. We also explore how medical devices facilitate patient monitoring. This book is
suitable for different readers: college students can use it as a textbook; researchers in academic institutions
and pharmaceutical companies can take it as updated research information; health care professionals can
take it as a reference book, even patients' families, relatives and friends can take it as a good basis to
understand neurodegenerative diseases.

How to reference

In order to correctly reference this scholarly work, feel free to copy and paste the following:
Xuri Li, Anil Kumar, Chunsik Lee, Zhongshu Tang, Yang Li, Pachiappan Arjunan, Xu Hou and Fan Zhang
(2011). Can VEGF-B Be Used to Treat Neurodegenerative Diseases?, Neurodegenerative Diseases Processes, Prevention, Protection and Monitoring, Dr Raymond Chuen-Chung Chang (Ed.), ISBN: 978-953307-485-6, InTech, Available from: http://www.intechopen.com/books/neurodegenerative-diseases-processesprevention-protection-and-monitoring/can-vegf-b-be-used-to-treat-neurodegenerative-diseases-

InTech Europe

University Campus STeP Ri
Slavka Krautzeka 83/A
51000 Rijeka, Croatia
Phone: +385 (51) 770 447
Fax: +385 (51) 686 166

www.intechopen.com

InTech China

Unit 405, Office Block, Hotel Equatorial Shanghai
No.65, Yan An Road (West), Shanghai, 200040, China
Phone: +86-21-62489820
Fax: +86-21-62489821

www.intechopen.com

© 2011 The Author(s). Licensee IntechOpen. This is an open access article
distributed under the terms of the Creative Commons Attribution 3.0
License, which permits unrestricted use, distribution, and reproduction in
any medium, provided the original work is properly cited.

