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ABSTRACT

In the adult brain, neural stem cells have been found in
two major niches: the hippocampus and the olfactory
bulb. Neurons derived from these stem cells contribute
to learning, memory, and the autonomous repair of the
brain under pathological conditions. Hence, the physi-
ology of adult neural stem cells has become a signifi-
cant component of research on synaptic plasticity and
neuronal disorders. In addition, the recently developed
induced pluripotent stem cell technique provides a
powerful tool for researchers engaged in the patho-
logical and pharmacological study of neuronal disor-
ders. In this review, we briefly summarize the research
progress in neural stem cells in the adult brain and in
the neuropathological application of the induced
pluripotent stem cell technique.

KEYWORDS neural stem cell, hippocampus, olfactory
bulb, induced pluripotent stem cell, neurodegenerative dis-
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INTRODUCTION

Since 1965, when newly generated neurons were first dis-
covered in the adult mammalian brain by Altman and Das
using [*H]-thymidine (Altman and Das, 1965), exploration of
the precursor cells or stem cells of neurons has been one of
the most important tasks for neuroscientists. In the early
1990s, neural stem cells (NSCs) were successfully isolated
from mammalian brains (Reynolds and Weiss, 1992). Shortly
thereafter, by means of powerful new markers for dividing
cells, such as BrdU (Kuhn et al., 1996), NSCs were eventu-
ally determined to be largely focused in two regions in the
adult brain, the subgranular zone (SGZ) of the dentate gyrus
of the hippocampus and the subventricular zone (SVZ) of the
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forebrain. All these cells are characterized by the capabilities
of self-renewing and producing neurons and glial cells
through asymmetric division. Translational research on NSCs
isolated from the adult brains or embryos of mammals has
become an important topic not only for neuroscientists but
also in the medical field, especially in the treatment and
modeling of neurodegenerative and neurodevelopmental
diseases. A striking breakthrough in NSC research occurred
recently when researchers were able to transform skin fibro-
blasts into induced pluripotent stem cells (iPSCs) and further
differentiate them into neurons. The iPSC technique can
generate an almost unlimited amount of cultured human
neurons, with closely related genomes to those neurons in
patients with neuronal disorders from which the fibroblasts
were derived and thus provides a powerful means to exten-
sively study the disorders. In this review, we briefly summa-
rize the in vivo differentiation of NSCs in the two neurogene-
sis niches, the signaling pathways that regulate the differen-
tiation of NSCs, neurogenesis in animal models of neuronal
disorders, and the application of NSCs in research on neu-
ronal disorders.

NEUROGENESIS IN THE ADULT MAMMALIAN
BRAIN

In the adult brain, the SGZ of the dentate gyrus and the SVZ
of the lateral ventricles (Corotto et al., 1993; Luskin, 1993;
Seki and Arai, 1993) are the two major niches of NSCs, al-
though a very small number of stem cells might also exist in
other brain regions (Rietze et al., 2000). It is generally ac-
cepted that there are two types of NSCs that can be differen-
tiated on the basis of morphology, molecular marker expres-
sion and proliferation kinetics (Suh et al., 2009; Mu et al.,
2010). In the hippocampal dentate gyrus, type 1 NSCs have
been hypothesized to be quiescent stem cells. They usually
have a radial process spanning the entire granule cell layer
and ramifying in the inner molecular layer, and they can be

© Higher Education Press and Springer-Verlag Berlin Heidelberg 2012 251



Protein & Cell

Jun Yao et al.

characterized by the expression of specific molecular mark-
ers such as GFAP, Sox2 and Nestin. These cells generate
non-radial type 2 NSCs that can actively self-amplify and
express Sox2 and Nestin, but not GFAP. These intermediate
NSCs then give rise to Dcx-positive neuroblasts that differenti-
ate into glutamatergic dentate granule cells (DGCs) (Fig. 1A).
Young adult rats generate ~9000 new cells in the SGZ dalily;
approximately half of them survive (Cameron and McKay,
2001). The surviving cells develop synaptic connections with
the entorhinal cortex and the CA3 subfield, thereby integrat-
ing into the existing neuronal circuits (van Praag et al., 2002;
Toni et al., 2007).

In the other major niche, the SVZ, a specialized structure
in the lateral wall of the lateral ventricles, there are three types
of NSCs, which are designated as type A, B and C (Fig. 1B).
The type B and C cells correspond to the type 1 and type 2
NSCs in the SGZ, respectively, but in the SVZ there is also a
large population of Dcx- and PSA-NCAM-positive neuroblasts
that are categorized as type A cells; these only give rise to
neurons. In the presence of regulatory growth factors, NSCs
in the SVZ can proliferate through symmetric division and
generate progenitor cells of neurons through asymmetric
division. These progenitor cells migrate from the SVZ to the
olfactory bulb through the rostral migratory stream (RMS)
(O'Keeffe et al., 2009; Curtis et al., 2011). The RMS in the
adult brain is a vestigial lumen that connects the lateral ven-
tricle to the olfactory ventricle. When the neurons reach the
olfactory bulb, they are integrated into the granule cell layer
and the periglomerular layer to become GABAergic in-
terneurons (Altman, 1969; Lois and Alvarez-Buylla, 1994;
Doetsch et al., 1997; Peretto et al., 1997, 1999; Peretto et al.,
2005; Ponti et al., 2006; Bonfanti and Peretto, 2007; Bonfanti
et al., 2008; Bonfanti and Theodosis, 2009). The size of the
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NSC pool in the SVZ is much larger than that in the dentate
gyrus (Lois and Alvarez-Buylla, 1993; Morshead et al., 1994).
Studies based on animal disease models revealed that neural
progenitor cells in the SVZ can also migrate to regions where
neuronal disorders occur to compensate for the loss of living
neurons (Arvidsson et al., 2002; Tattersfield et al., 2004). Due
to the constitutive migration and high proliferation rate of
neural progenitor cells in the SVZ (Lucassen et al., 2010;
Curtis et al., 2011), it has been proposed that the neuronal
differentiation of NSCs in the SVZ might be particularly im-
portant for the autonomous repair of the brain during the
pathogenesis of a disease.

FACTORS REGULATING NSC DIFFERENTIATION

Endogenous NSCs can generate neurons, astrocytes, and
oligodendrocytes, all of which express their own specific
markers, TUJI, GFAP, and GalC, respectively. The different
fates of the NSCs are determined by a complex regulatory
system composed of a large number of morphogens, growth
factors, surrounding cells, and transcription factors, as well as
epigenetic mechanisms. Here, we briefly introduce the role of
the first four mechanisms in the differentiation and prolifera-
tion of NSCs.

Morphogens are a group of proteins that not only are vital
for the embryonic development and patterning of the brain
but also function to regulate the self-renewal and differentia-
tion of NSCs in the adult brain. This group of proteins in-
cludes Notch, sonic hedgehog (Shh), wingless-type MMTV
integration site family (Wnt), fibroblast growth factor (FGF),
and bone morphogenetic proteins (BMPs). During the proc-
ess of embryonic development, embryonic stem cells (ESCs)
in the ectoderm differentiate into excitatory and inhibitory
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NSCs in the two neurogenic niches of the adult brain (adapted from Zhao et al., 2008 with permission of reprint

from the original publisher). (A) In the SGZ of the dentate gyrus, the radial glial-like type 1 progenitor cells, the non-radial type 2
progenitor cells, and neuroblasts that only give rise to neurons are identified. (B) In the olfactory bulb, type B and C cells correspond
to the type 1 and 2 progenitor cells in the SGZ, respectively, and type A cells are neuroblasts. DGC, dentate granule cell; GCL,

granular cell layer.
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neurons. These morphogenetic proteins, combined at differ-
ent concentrations, act to pattern the brain along the ante-
rior-posterior and dorsal-ventral axis into different regions.
For instance, FGF is responsible for the anterior-posterior
patterning and BMP and Shh are specific for the dor-
sal-ventral patterning; Wnt contributes to both processes. In
the adult brain, the morphogenic proteins continue to subtly
modulate the number and differentiation of neural precursor
cells. In both the SGZ and the SVZ, Shh is essential for the
maintenance of radial glia-like cells (Ahn and Joyner, 2005;
Balordi and Fishell, 2007; Han et al., 2008), whereas Notch is
fundamental for the neuronal differentiation of NSCs
(Imayoshi et al., 2010; Pierfelice et al., 2011). Wnt can also
promote the neuronal differentiation of NSCs in the SGZ (Lie
et al., 2002), whereas BMP determines the glial fate of NSCs
(Lim et al., 2000; Bonaguidi et al., 2005; Mira et al., 2010).
The concurrent action of these morphogens via a concen-
tration gradient leads to the differentiated expression of hun-
dreds of transcription factors to determine the fate of newborn
neurons. During embryonic development, along the ante-
rior-posterior axis, Otx1 and Foxg1 act as anterior transcrip-
tion factors and Hox-b4/c5/c8 are posterior transcription fac-
tors, whereas along the dorsal-ventral axis, Gsx2 and Nkx2.1
are ventral transcription factors and Pax6 and Tbr1 are dorsal
transcription factors (Liu and Zhang, 2011). However, limited
information is available on the roles that transcription factors
play in NSC differentiation in the adult brain, and only a

handful of transcription factors have been extensively studied.

One such factor is Sox2, which is present in both the SGZ
and SVZ, and colocalizes with NSC markers GFAP, nestin,
BLBP, and Musashi-1 (Ferri et al., 2004; Komitova and
Eriksson, 2004; Suh et al., 2007; Lugert et al., 2010). Evi-
dence based on transgenic mice revealed that Sox2 acts to
regulate the proliferation of NSCs in the SGZ and SVZ (Ferri
et al., 2004; Favaro et al., 2009), probably through an inter-
active regulation with Notch signaling (Taranova et al., 2006;
Ehm et al., 2010). Another well-studied transcription factor is
Pax6, which is expressed in type 1 NSCs in the SGZ
(Maekawa et al., 2005; Nacher et al., 2005; Hodge et al.,
2008; Roybon et al., 2009) and in neuroblasts in the SVZ
(Herold et al., 2011; Jones and Connor, 2011) and functions
to promote the dopaminergic fate determination of NSCs
(Kohwi et al., 2005; Birill et al., 2008; Spitere et al., 2008). A
third example, Tbr1, is localized in the olfactory bulb and
cortex and promotes the neuronal differentiation of NSCs in
the SVZ (Hevner et al., 2001; Englund et al., 2005; Mé-
ndez-Gomez et al., 2011). Although many other transcription
factors (Hodge and Hevner, 2011) have been found to be
present in adult NSCs or immature neurons, their exact func-
tions in the maintenance and fate determination of adult
NSCs remain elusive.

Abundant evidence support the finding that NSC differen-
tiation in the adult SVZ and SGZ is closely regulated by the
local environmental factors, such as glial cells, newborn

neurons, and non-neuronal cells (Suh et al., 2009). First of all,
the generation of new neurons by NSCs is definitely influ-
enced by the surrounding newly differentiated neurons. Due
to the lack of AMPAR-mediated glutamatergic transmission at
the early developmental stage, NMDAR has been proposed
to be the major type of glutamate receptor that has an effect
on the physiology of NSCs (Kitayama et al., 2004; Nacher et
al., 2007; Wegner et al., 2009). This hypothesis is also based
on the important role of NMDARs in long-term learning and
memory. Indeed, in the SGZ, NSC proliferation was found to
be inhibited by NMDAR activation in a feedback manner
(Cameron et al., 1995), through either the activation of den-
tate gyrus granule cells or direct NMDAR signaling in the
NSCs. Evidence based on cultured NSCs supports the find-
ing that nNOS gene expression is involved in the feedback
modulation of NSC differentiation by NMDARs (Hu et al,,
2008). Interestingly, several other studies using NSC cultures
have suggested that NMDA activation could promote the
neuronal fate determination of NSCs (Deisseroth et al., 2004;
Kitayama et al., 2004; Yoneyama et al., 2008). Hence, the
differentiation and proliferation of NSCs is likely subtly regu-
lated by activity within a range; too-high or too-low levels of
neuronal activity can both delay the process of neurogenesis.

Another type of neurotransmission that may significantly
affect NSCs is GABAergic transmission, not only because of
its very early appearance but also due to its specific excita-
tory characteristics in NSCs and immature neurons (Muth-
Kéhne et al., 2010; Cherubini et al., 2011). Unlike its inhibitory
effects in mature neurons, the release of GABA triggers an
efflux of CI” in NSCs and new neurons, leading to depolar-
izing inward currents. The efflux of CI™ in these cells is due to
the reversed Cl~ concentration gradient across the plasma
membrane, which is determined by the expression of NKCC1,
an ion cotransporter. Functionally, the GABA-induced exci-
tatory transmission acts as a developmental compensation
for the largely absent glutamatergic transmission, especially
AMPAR-mediated responses, in young neurons. GABAR
activation promotes neuronal differentiation in the SGZ and
neuroblast migration in the SVZ (Tozuka et al., 2005; Ge et
al., 2006; Mejia-Gervacio et al., 2011). On the other hand, in
the SVZ, the GABAergic transmission can delay the prolif-
eration of NSCs (Liu et al., 2005). Although the relevant
mechanisms have remained elusive, they probably involve
activity-dependent modulation and might be related to the
activation of NMDARSs.

Furthermore, astrocytes can promote the differentiation of
NSCs into neurons and the development of immature neu-
rons (Lim and Alvarez-Buylla, 1999; Song et al., 2002a,
2002b; Yuan et al., 2012), probably through the secretion of
Wnt3, a neurogenic factor (Muroyama et al., 2004; Lie et al.,
2005; Yoshinaga et al., 2010). Notably, this Wnt3-secreting
function of astrocytes is only limited to the cells in the hippo-
campus but not from other areas. Interestingly, as neurons
appear prior to astrocytes during the process of development,
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astrocytes might specifically regulate the differentiation of
NSCs in the developed brain. Given these two unique
physiological features, astrocytes might be particularly im-
portant for shaping the dentate gyrus of the hippocampus as
a source of neurogenesis in the mature central nervous sys-
tem.

In addition, NSCs are physically associated with endothe-
lial cells, which allow the diffusion of signaling molecules such
as the vascular endothelial growth factor (VEGF) and nutri-
ents from the latter into the former. The promoting effects of
VEGF on angiogenesis, neurogenesis, and memory have
been confirmed, both in vivo and in vitro (Jin et al., 2002; Cao
et al., 2004; Fournier and Duman, 2011; Licht et al., 2011). In
addition, the ependymal cells in the SVZ can promote the
neuronal differentiation of NSCs by secreting Noggin and the
self-renewal of NSCs by secreting the pigment epithe-
lium-derived factor (PEDF) (Jin et al., 2003; Ramirez-Cas-
tillejo et al., 2006).

NEUROGENESIS UNDER PATHOLOGICAL
CONDITIONS

The differentiation of NSCs in the SVZ and SGZ has been
confirmed to alter under pathological conditions, such as
Alzheimer's disease (AD), Parkinson's disease (PD), Hunt-
ington's disease (HD), epilepsy, and stroke. Both epilepsy
and stroke can promote the differentiation of NSCs in the
SGZ and SVZ and the integration of newborn neurons into
the neural network (Jessberger et al., 2007; Parent et al.,
2007; Walter et al., 2007). Mouse models of both PD and HD
have indicated that the pathogenesis of these two diseases
can reduce the proliferation of NSCs and the survival of
newborn neurons (see review in Winner et al., 2011). Here,
we summarize the influence of AD on the activity of NSCs,
because considerable evidence has suggested that NSC
differentiation is particularly complicated in AD, and a variety
of key molecules involved in AD can not only negatively but
also positively modulate the differentiation of NSCs.

AD pathogenesis has been hypothesized to be triggered
by amyloid peptides (AB) (Hardy and Selkoe, 2002), which
are the cleavage products of the large membrane-integrated
amyloid precursor protein (APP) by B- and y-secretase ac-
tions (Selkoe, 2001). Mutations in presenilins (including PS1
and PS2), the catalytic core of y-secretase, and APP repre-
sent the most important genetic risk factor for the rare, familial,
and early-onset autosomal dominant forms of AD (Hardy and
Selkoe, 2002). A recent study showed that PS1 deficiency
induced a dramatically enhanced differentiation of neural
progenitor cells, possibly in a y-secretase-dependent way
(Gadadhar et al., 2011). Expression of a human PS1 mutant
(P117L) in transgenic mice decreased the survival of new
neurons during the 4-week postlabeling period (Wen et al.,
2004). The enriched environment (EE)-induced proliferation
and neuronal differentiation of hippocampal progenitor cells in

mice harboring the FAD-linked human PS1 variant trans-
genes (PS1AE9 or PS1M146L) was significantly impaired,
which appeared to involve soluble factors released from mi-
croglia (Choi et al., 2008). Similarly, the proliferation and
survival of neural progenitor cells were reduced in transgenic
mice expressing a mutated form of APP (APPswe) that
causes early-onset FAD (Haughey et al., 2002). An age-
dependent decrease in SGZ proliferation was also observed
in mice transgenic for human V717F mutant APP, a model of
AD with age-dependent accumulation of AB42-containing
plaques (Donovan et al., 2006). Impaired neuronal differen-
tiation of NPCs was also confirmed in transgenic mice coex-
pressing two or three mutated genes of APP and PS1 (Verret
et al., 2007; Zhang et al., 2007; Rodriguez et al., 2008; De-
mars et al., 2010). Nevertheless, conflicting observations
have been obtained from PDGF-APPswe,ind mice (J20),
which express the Swedish and Indiana APP mutations of
APP. They showed increased incorporation of BrdU and
expression of immature neuronal markers in the dentate
gyrus (Jin et al., 2004). A separate study revealed an in-
crease in not only NSC proliferation but also neuronal differ-
entiation in J20 mice, which were induced by oligomeric AB
(Lopez-Toledano and Shelanski, 2007). Interestingly, PS1/PS2
conditional double knockout was found to cause neurode-
generative stage-dependent dynamic changes. Cell prolifera-
tion was significantly enhanced at the early stages of neu-
rodegeneration, whereas the survival of newly generated
neurons was impaired during the late stages (Chen et al,,
2008).

MODELING OF NEURONAL DISORDERS WITH
NSCS

In addition to their contribution to the study of the mechanisms
of neuronal disorders, an important aspect of NSC research
lies in its application in the modeling and treatment (e.g. trans-
plantation, drug screening) of these diseases (Fig. 2).
Cultured neurons derived from human ESCs (hESCs)
through co-culture systems (Kawasaki et al., 2000; Roy et al.,
2006) or direct differentiation protocols (Chambers et al.,
2009) have been used to transplant into animal models to
treat neuronal disorders such as PD. Although the new neu-
rons could be functionally integrated, the limited source of
host-friendly NSCs has been a major concern. Disease
modeling based on ESC culture is also limited for the same
reason (Yamasbhita et al., 2006; Schneider et al., 2007; Crews
et al., 2008). Strikingly, since Yamanaka's and Thomson's
exciting experiments on iPSCs in 2007 (Takahashi et al.,
2007; Yu et al., 2007), the successful reprogramming of fi-
broblasts has been accomplished for a variety of neurode-
generative and neurodevelopmental diseases, such as
amyotrophic lateral sclerosis (ALS), PD (Dimos et al., 2008;
Park et al., 2008; Soldner et al., 2009), spinal muscular at-
rophy (SMA), familial dysautonomia (FD) (Ebert et al., 2009;
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Figure 2. Modeling of neurodegenerative and neurode-
velopmental diseases based on the iPSC technique
(adapted from Marchetto et al., 2010b with permission of
reprint from the original publisher). Fibroblasts of neu-
rologic patients are reprogrammed and further differentiated
into subtypes of neurons. The phenotypes of the neurons,
such as morphology, connectivity, and synaptic transmission,
are studied to facilitate understanding of the pathology of the
diseases and screening drugs or compounds. Drugs and
compounds that specifically alleviate or even reverse the
pathological phenotypes of the diseases can be further tested
to develop optimized therapies.

Lee et al., 2009), and AD (Israel et al., 2012). The repro-
gramming of patient fibroblasts to human iPSCs, followed by
iPSC differentiation into neurons, produces a near limitless
source of live human neurons that are genetically identical to
those present in patients, with which the disorder can be
extensively studied.

SMA is the first neuronal disease that was modeled using
the iPSC technique (Ebert et al., 2009). SMA is an autosomal
recessive disease that shows either deletions or point muta-
tions in the survival motor neuron (SMN) gene in spinal cord
motor neurons. The SMN gene encodes a 20 kb survival
motor neuron protein that plays a role in RNA processing (B
rglen et al., 1996; Lorson and Androphy, 1998; Lorson et al.,
1998, 1999), and mutations in the SMA protein usually lead to
rapid degeneration of motor neurons. FD, which is also an
autosomal recessive disease and causes degeneration of
sensory and autonomic neurons, not only has been suc-
cessfully modeled but is also the first neuronal disease that
was used for iPSC-based drug screening (Slaugenhaupt et
al., 2001; Lee et al., 2009).

A hallmark application of the iPSC technique in neurode-
generative disease research is PD, because PD was the first
neuronal disorder to be treated by the transplantation of
iPSC-derived neurons. PD is the second most common
neurodegenerative disease and is characterized by motor
symptoms including bradykinesia, tremor, rigidity and pos-
tural instability, as well as some non-motor-related symptoms
such as sensory dysfunction and sleep disorders. The
pathogenesis of PD is caused by the accumulation of mis-
folded alpha-synuclein into the intracellular Lewy bodies

(Aarsland et al., 2009; Schulz-Schaeffer, 2010; Vekrellis et al.,
2011) and insufficient dopamine expression in neurons in the
substantia nigra of the midbrain (Goedert, 2001; Braak et al.,
2007). Fibroblasts from PD patients have been successfully
reprogrammed and differentiated into dopamine neurons
(Park et al., 2008; Soldner et al., 2009). Strikingly, Wernig et
al. (2008) demonstrated that transplantation of mouse
iPSC-differentiated dopamine neurons could be functionally
integrated into the midbrain of PD rats. This study repre-
sented the first time that researchers attempted to treat a
neuronal disorder by grafting iPSC-derived neurons.

Compared to the neurodegenerative diseases mentioned
above, the genetic background of neurodevelopmental dis-
orders is usually more complex, making these disorders dif-
ficult to study through animal models. Hence, iPSC technol-
ogy is particularly advantageous in modeling developmentally
related neuronal disorders. The first such disease to be
modeled was Rett syndrome, which is considered one of the
autism spectrum disorders and only affects females. Al-
though Rett syndrome is still a monogenetic disease and its
clinical symptoms have been well recapitulated in mouse
models, the modeling of Rett syndrome with iPSCs provides
a compelling precedent for this type of research. Rett syn-
drome is characterized by decelerated childhood develop-
ment, and its clinical symptoms include regression of ac-
quired skills, loss of speech, stereotypical movements, mi-
crocephaly, seizures, autistic characteristics and mental re-
tardation (Segawa, 2001; Samaco et al., 2005). Rett syn-
drome results from mutations in the X-chromosome-linked
MeCP2 gene, which regulates gene expression through
modulating DNA methylation (Akbarian, 2003; Chahrour and
Zoghbi, 2007). Fibroblasts of patients with Rett syndrome
have been successfully reprogrammed into iPSCs (Hotta et
al., 2009; Marchetto et al., 2010a). In Marchetto et al.’s study,
the phenotypes of Rett syndrome were recapitulated in neu-
rons differentiated from patient-derived iPSCs, and have
subsequently been extensively studied.

Schizophrenia (SCZD), a neurological disorder character-
ized by mental and emotional abnormalities, is the first poly-
genic neurodevelopmental disorder modeled by the iPSC
technique (Brennand et al., 2011). Genome-wide association
studies (GWAS) have identified a number of genes involved
in SCZD. The expression and functions of three major genes,
the Disrupted-in-Schizophrenia-1 (DISC1) gene (Kang et al.,
2011; Singh et al, 2011; Soares et al., 2011), the
Neuregulin-1 (NRG1) gene and its receptor ErbB4 (Pan et al.,
2011; Yokley et al., 2011), have been firmly verified to alter
during SCZD. Other genes, including transcription factor 4
(TCF4), zinc finger protein 804A (ZNF804A), neurogranin
(NRGN), and microRNA 137 (MIR137) (O’Donovan et al.,
2008; Stefansson et al., 2009; Ripke et al., 2011) probably
contribute to SCZD. In addition to these single genes, chro-
mosomal changes such as the major histocompatibility com-
plex (MHC) region, which contains a couple hundred genes,
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and CNVs, were reported to be related to SCZD (Lee et al.,
2012). Due to its complex genetic background, SCZD has a
widely differentiated range of symptoms, which can be di-
vided into three major classes: (1) positive symptoms, such
as hallucinations and delusions; (2) negative symptoms, such
as inability to speak, express emotion, or find pleasure; and
(3) cognitive symptoms, such as deficits in attention, memory,
and planning (Carpenter and Buchanan, 1994). The molecu-
lar and cellular mechanisms underlying the pathogenesis of
SCZD remain unknown, largely because animal models are
limited for the study of SCZD. Strikingly, fibroblasts of SCZD
patients carrying mutations in DISC1 or other relevant genes
have been recently successfully reprogrammed into iPSCs
(Brennand et al., 2011; Chiang et al., 2011; Pedrosa et al.,
2011). Brennand et al. succeeded in recapitulating the phe-
notypes of SCZD, which were previously revealed by animal
studies, in neurons derived from SCZD iPSCs, thus providing
a shining example for the iPSC study of polygenic diseases.

CONCLUDING REMARKS

NSCs are a class of cells that can proliferate to self-renew
through symmetric division and differentiate into neurons and
glial cells through asymmetric division. In the adult brain,
there are two NSC niches, the SGZ of the dentate gyrus and
the SVZ of the olfactory bulb. In both niches, three types of
precursor cells of neurons have been found, the radial-like
and non-radial NSCs and neuroblasts. The NSCs in the SGZ
eventually differentiate into glutamatergic granule neurons in
the dentate gyrus, while the NSCs in the SVZ produce
GABAergic interneurons that are integrated into the neural
network in the olfactory bulb. The proliferation and differen-
tiation of NSCs are strictly regulated by a variety of intrinsic
and extrinsic mechanisms. Morphogenic proteins and tran-
scription factors are the fundamental forces that determine
the fate of NSCs and the process of neurogenesis. The sur-
rounding neurons, astrocytes, and other non-neuronal cells
can affect the fate determination and proliferation of NSCs,
either in an activity relevant manner or through growth factor
release. Abnormalities in adult neurogenesis are often in-
volved in neurodegenerative and neurodevelopmental dis-
eases such as AD, PD, and HD. Hence, transplantation of
neurons derived from cultured NSCs has been employed for
the treatment of neural diseases. In addition, NSCs of pa-
tients can be used to study the mechanisms underlying the
pathogenesis of the neuronal disorders and to test the effi-
cacy and side effects of drugs. Importantly, patient-derived
iPSCs provide an almost unlimited source of disease-carrying
human neurons and thus are a powerful tool for research on
neuronal disorders.
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