Hindawi Publishing Corporation

Neural Plasticity

Volume 2016, Article ID 8301737, 9 pages
http://dx.doi.org/10.1155/2016/8301737

Review Article

Hindawi

Emerging Roles of BAI Adhesion-GPCRs in Synapse

Development and Plasticity

Joseph G. Duman,' Yen-Kuei Tu,"? and Kimberley F. Tolias"**

! Department of Neuroscience, Baylor College of Medicine, One Baylor Plaza, Houston, TX 77030, USA
’Integrative Molecular and Biomedical Sciences Program, Baylor College of Medicine, One Baylor Plaza, Houston,

TX 77030, USA

*Verna and Marrs McLean Department of Biochemistry and Molecular Biology, Baylor College of Medicine,

One Baylor Plaza, Houston, TX 77030, USA

Correspondence should be addressed to Kimberley E Tolias; tolias@bcm.edu

Received 14 July 2015; Revised 6 October 2015; Accepted 12 October 2015

Academic Editor: Lin Xu

Copyright © 2016 Joseph G. Duman et al. This is an open access article distributed under the Creative Commons Attribution
License, which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly
cited.

Synapses mediate communication between neurons and enable the brain to change in response to experience, which is essential
for learning and memory. The sites of most excitatory synapses in the brain, dendritic spines, undergo rapid remodeling that
is important for neural circuit formation and synaptic plasticity. Abnormalities in synapse and spine formation and plasticity
are associated with a broad range of brain disorders, including intellectual disabilities, autism spectrum disorders (ASD), and
schizophrenia. Thus, elucidating the mechanisms that regulate these neuronal processes is critical for understanding brain function
and disease. The brain-specific angiogenesis inhibitor (BAI) subfamily of adhesion G-protein-coupled receptors (adhesion-GPCRs)
has recently emerged as central regulators of synapse development and plasticity. In this review, we will summarize the current
knowledge regarding the roles of BAIs at synapses, highlighting their regulation, downstream signaling, and physiological functions,
while noting the roles of other adhesion-GPCRs at synapses. We will also discuss the relevance of BAIs in various neurological and
psychiatric disorders and consider their potential importance as pharmacological targets in the treatment of these diseases.

1. Introduction

Mental, emotional, and autonomic functions of the brain
arise from interactions between the nearly 100 billion neurons
that comprise this organ in humans. On average, each neuron
forms 1,000 specialized contacts, or synapses, with other neu-
rons. Synapses are asymmetric, complex, and highly dynamic
[1, 2]. The plasticity of synapses and dendritic spines, the
morphological structures that are the loci of most excitatory
synapses in the central nervous system (CNS), are widely
believed to underlie learning and memory and are frequently
altered in neurodevelopmental and neurodegenerative dis-
eases [3, 4]. Thus, understanding the development, dynamics,
and elimination of synapses is crucial for human health. A
dizzying array of signals coordinates these processes, and
thus receptors are an integral component of the synaptic
regulatory machinery [1-4]. Receptors also represent the

most accessible point at which to manipulate these processes
pharmacologically [5].

2. Adhesion-GPCRs

G-protein coupled receptors (GPCRs) comprise a superfam-
ily of approximately 800 members in humans, including
many important drug targets [6]. They exhibit a character-
istic seven-transmembrane (7TM) core structure by which
GPCRs interact with and activate a variety of heterotrimeric
G-proteins, which in turn activate or repress intracellular sig-
naling cascades [7]. Adhesion-GPCRs are a GPCR subfamily
with 33 members in humans that are characterized by an
extended N-terminal extracellular segment connected to the
core GPCR structure by a distinctive GPCR autoproteolysis-
inducing (GAIN) domain, which is present in all adhesion-
GPCRs except GPR123 [8, 9]. The N-terminal segments of



most adhesion-GPCRs contain multiple domains capable of
binding to other cells or the extracellular matrix [8-10]. These
include at least 16 different types of domain, with multiple
types frequently occurring within the same protein; domains
include cadherin-like repeats, thrombospondin-like repeats,
rhamnose-binding lectin domains, and calnexin domains.
Adhesion-GPCRs can be divided into 9 subfamilies based on
phylogenetic analysis of the GPCR moiety; members of the
different subfamilies generally also have related complements
of N-terminal adhesive domains [9, 10]. GAIN domains
mediate autoproteolytic cleavage of adhesion-GPCRs during
translation in the ER at a site within the GAIN domain called
the GPCR proteolysis site (GPS) [11,12]. After cleavage, the N-
and C-terminal fragments (N'TFs, CTFs) of most adhesion-
GPCRs remain noncovalently associated [9, 10]. However,
this scenario is complicated. Some adhesion-GPCRs do not
undergo autoproteolysis, and some that do may even swap
NTFs with other adhesion-GPCRs resulting in “hybrid”
adhesion-GPCRs [9, 13, 14]. Cell type and ligand binding may
affect cleavage and association of the resulting fragments.
It has been widely believed that the NTFs may repress the
signaling mediated by CTFs, and that ligand binding relieves
this inhibition, possibly by causing dissociation of the NTF
from the CTF [8, 15]. Recently, a peptide agonist sequence
named Stachel was identified on the C-terminal side of the
GPS of adhesion-GPCRs. This sequence, which is specific for
a given adhesion-GPCR, can activate G-protein dependent
signaling through the adhesion-GPCR when it is unmasked
by removal of the NTF or conformational changes in the
protein (either of which is presumably ligand-induced) [16].
Identification of the GAIN domain and Stachel sequence
are both recent findings, illustrating a rapid advance in the
knowledge of adhesion-GPCR biology after years lagging
behind other GPCRs.

Adhesion-GPCRs function in various tissues throughout
organisms [8, 9], but an important driving force of recent
rapid advances in adhesion-GPCR biology has been the
discovery that adhesion-GPCRs regulate the development
and function of many aspects of the nervous system. These
include migration of neuronal precursors, axon guidance,
myelination of axons, vascularization of the brain, and
synapse formation and function [8, 9]. In this brief review,
we highlight the roles of the brain-specific angiogenesis
inhibitor (BAI) subfamily of adhesion-GPCRs at neuronal
synapses. Adhesion-GPCR nomenclature arose over a long
period of time and in a nonsystemic manner. Recently, a
systemized nomenclature was proposed for this family [9].
Thus, the members of the BAI subfamily, BAI1-3, would now
be named ADGRBI-3. This new nomenclature is not yet
in standard use, and we will use the traditional names for
adhesion-GPCRs, noting the new designations of adhesion-
GPCRs we discuss. For general information on adhesion-
GPCR function we direct the reader to several excellent
recent reviews [8-10, 12].

3. The BAI Subfamily of Adhesion-GPCRs

BAIl, BAI2, and BAI3 (ADGRBI-3) comprise a subfamily
of adhesion-GPCRs that are highly expressed in the brain
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[9,17]. BAIs are large proteins, approximately 200 kDa in size,
with each possessing a long N-terminal region containing
multiple adhesive thrombospondin type 1 repeats (TSRs), a
hormone-binding domain, and the autoproteolysis-inducing
GAIN domain (Figure1). BAIs also contain an extended
intracellular region C-terminal to the conserved 7TM GPCR
domain that terminates in a PDZ-binding motif, QTEV (Gln-
Thr-Glu-Val) [18]. BAIl contains an additional TSR (five in
total), an integrin-binding RGD (Arg-Gly-Asp) motif, and a
C-terminal proline-rich region not present in the other two
BAI family members (Figure 1).

BAII was initially identified as a target gene of the tumor
suppressor p53 [19]. Genes encoding BAI2 and BAI3 were
subsequently discovered based on their homology with BAII
[20]. BAIs are widely expressed in postnatal and adult brain,
with BAIl and BAI2 mRNA levels peaking at postnatal
day 10 (P10), while the level of BAI3 mRNA is highest 1
day after birth [21]. BAIl protein is present in neurons,
glia, and macrophages, with particularly high expression in
cortical and hippocampal pyramidal neurons [22-26]. Less
is known about the cellular distribution of BAI2 and BAI3
proteins, although BAI3 is abundant in cerebellar Purkinje
cells [27-29]. In neurons, BAIl and BAI3 are both enriched
in the postsynaptic density (PSD), suggesting a role for these
proteins in synapse development and/or function [25, 30, 31].

Like most adhesion-GPCRs, BAIs possess a GAIN
domain, but their ability to undergo autoproteolytic cleavage
appears to be cell-type specific and not required for proper
surface trafficking [31]. For instance, while BAII is cleaved
at the GPS site in mouse brain and human malignant
glioma cells [11, 32-34], uncleaved full-length BAII is also
clearly present in hippocampal and cortical neurons [25].
Cleavage of the BAIl GAIN domain generates a secreted
120 kDa fragment called Vasculostatin-120 (Vstat120), which
is capable of inhibiting angiogenesis and tumor formation
[32, 33]. BAIl is also cleaved at a second site N-terminal to
the GAIN domain by matrix metalloproteinase 14 (MMP-14)
[35]. This cleavage event generates a 40 kDa fragment called
Vasculostatin-40 (Vstat40), which also has antiangiogenic
activity [35]. The antiangiogenic effects of Vstatl20 and
Vstat40 are primarily mediated by the TSRs, which bind
to the scavenger receptor CD36 and induce proapoptotic
signaling [33]. While proteolytic cleavage of BAI proteins
is thought to both modulate the function of the full-length
receptors and release their NTFs, which can exert their
own physiological effects [18], more work needs to be done
to understand how cleavage is regulated and what precise
consequences it has on BAI function.

Research in the last decade has revealed a number of
important roles for BAI family members in diverse cellular
processes [17, 36]. As indicated above, BAI proteins can
function as potent inhibitors of angiogenesis and tumor pro-
gression [36]. BAII expressed in macrophages has also been
shown to bind to phosphatidylserine (PS) and lipopolysac-
charide (LPS) and mediate the engulfment of apoptotic cells
and Gram-negative bacteria, respectively [24, 37]. BAII pro-
motes engulfment in response to PS or LPS binding by acti-
vating the associated ELMO/DOCKI80 signaling module,
which in turn activates the small GTPase Racl and induces
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FIGURE 1: Schematic representation of BAI family members. BAI adhesion-GPCRs have a diverse collection of signaling and structural
domains. These include thrombospondin type I repeats (TSRs), a hormone binding domain (HBD), the GAIN domain (GAIN), the GPCR
autoproteolysis site (GPS), the characteristic seven-transmembrane domain (7TM), an «-helical RKR motif (HD), and the PDZ-binding
motif (PBM), which are shared between all three family members. BAI1 has five TSRs, while BAI2 and BAI3 only have four. BAIl and BAI2
are cleaved by proteases (BAIl by matrix metalloprotease-14, BAI2 by Furin), which generates truncated fragments at the indicated locations
marked by arrows. BAII has an additional integrin-binding RGD motif in the N-terminus and a proline-rich region (PRR) in the C-terminus.
BAII also has a slightly truncated third intracellular loop compared to the other family members. BAI3 has a unique CUB domain in the

N-terminus.

Racl-dependent actin cytoskeletal remodeling required for
internalization of apoptotic cells or bacteria [24, 37]. The
ability to BAII to bind to PS is also important for myoblast
fusion, and loss of BAII results in a reduction in myofiber
size and impaired muscle regeneration in mice [38]. The TSRs
on the N-terminus of BAI family members are essential for
their capacity to regulate these diverse cellular processes, and
therefore proteolysis of the BAI extracellular domain may
dramatically alter BAI function [36].

4. Roles of BAIs at Synapses

Despite the recent advances in our understanding of BAI
function, until recently, little was known about the roles of
BAI adhesion-GPCRs in neurons. Over the last few years,
BAIs have emerged as important regulators of synaptogenesis
and synaptic plasticity. Below, we consider the synaptic
functions of each of the BAI family members in turn.

4.1. BAII Function at Synapses. BAIl is enriched in, though
not exclusively localized to, the PSD in dendritic spines in
hippocampal neurons; this has been shown by biochemical
fractionation and immunocytochemistry in rat hippocampal
neurons and mouse brains [25, 31]. This enrichment indicated
that BAIl might play a role in synaptic formation or function,
and this problem was attacked in two different ways. In
both cases, synaptic effects were found, though the details
vary.

Our approach was to acutely knock down BAII both in
vitro using cultured rat hippocampal neurons and in vivo
using in utero electroporation of shRNAs directed against
BAIl [25]. In both systems, we found that BAII plays a key
role in dendritic spine formation. Knockdown of BAIl in
cultured primary hippocampal neurons resulted in a loss
of spine and synapse density with a shift of remaining
spines to an immature elongated morphology [25]. In vivo
knockdown also resulted in a dramatic loss of spine density
and a shift toward less mature spines in the somatosensory
and the cingulate cortices [25]. BAIl's prospinogenic and

prosynaptogenic activities are mediated through its inter-
actions with the cell polarity complex Tiaml/Par3 through
its C-terminal PDZ-binding motif [25] (Figure 2). Tiaml is
an activator of the small GTPase Racl, which directs the
actin cytoskeletal remodeling that drives spine and synapse
development [39]. Tiaml couples Racl-dependent spine and
synapse formation to extracellular signals, including glu-
tamate (via NMDA receptors) [40], ephrin-B (via EphB
receptors) [41], and BDNF (via TrkB receptors) [42]. BAIl
anchors the Tiaml/Par3 complex to dendritic spines where
localized Racl activation promotes the formation of dendritic
spines and subsequent excitatory synaptogenesis. Of note,
although other Racl activators such as ELMO/DOCKI180
bind to BAIl [24], Racl activation leading to spinogenesis
requires only Tiaml, as BAIl mutants lacking the Tiam1/Par3-
interacting motif cannot rescue the knockdown phenotype,
whereas mutants that do not interact with ELMO/DOCK180
can [25].

Consistent with these results, knockout mouse studies
recently revealed a requirement for BAII in spatial learning
and synaptic plasticity [26]. BAIl-null mice have severe
deficits in both hippocampus-dependent spatial learning
and memory along with enhanced long-term potentiation
(LTP) and impaired long-term depression (LTD) [26]. An
interesting result arising from this study was the discov-
ery that BAIl contributes to proper synapse formation
through its ability to stabilize the expression of the post-
synaptic scaffold protein PSD95. BAIl-null mice show sig-
nificant decreases in PSD95 at dendritic spines/synapses.
It was determined that BAIl binds to and inhibits the
E3 ubiquitin ligase MDM2, thereby preventing the PSD95
degradation that was responsible for the spatial learning
and plasticity phenotypes observed in BAIl-null mice [26]
(Figure 2).

Although both of these studies agreed that BAII plays a
role in synapse function, there were important differences in
the results. Our results using shRNAs against BAI1led to stark
and obvious loss of spines, while the results with the BAIl-null
mice showed no difference in spine density. There are obvious
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FIGURE 2: Synaptic binding partners and signaling pathways of BAI adhesion-GPCRs. (a) Synaptic interactions of BAIl. On the N-terminal
segment of BAIL, the TSRs and the RGD motif are predicted to bind integrins. The TSRs also putatively bind complement Clql factors,
although the function of this interaction is unclear. BAIl activates the RhoA pathway by coupling with Ge,,,,5, although this has only been
shown in cultured HEK293T cells and requires confirmation in neurons (red outline). The C-terminal region of BAI1 binds to IRSp53 via its
proline-rich region (PRR), but the function of this interaction needs to be further explored. BAIl also interacts with the Racl activator modules
ELMOI/DOCKIS80 (via the a-helical RKR motif (HD)) and Tiaml/Par3 (via the PDZ-binding motif (PBM)). However, only the Tiaml/Par3
interaction is required for BAIl’s effects on dendritic spine formation and excitatory synaptogenesis. In addition, BAI binds to the ubiquitin
E3 ligase MDM2 and suppresses its polyubiquitination activity on PSD95, stabilizing PSD95 expression levels. (b) Synaptic interactions of
BAI3. The TSRs and the CUB domain of BAI3 have been shown to bind complement Clgl factors Clql3 and Clqll, respectively. In cerebellar
development, the Clqll-BAI3 interaction helps establish proper synaptic connectivity in Purkinje cells and maintain a single-winner climbing
fiber. The a-helical RKR motif (HD) of BAI3 also interacts with ELMO1/DOCKI180 to regulate dendritogenesis, but the role of this interaction

in synaptogenesis remains to be determined.

differences in the techniques used that could have given rise
to these differences, and we will return to this issue below.

BAIl's C-terminal PDZ-binding motif also interacts with
a variety of other synaptic molecules. Proteomic analysis
reveals that the C-terminal segment of BAIl can bind to PDZ-
domain-containing proteins such as SAP97 (DLGI), Densin-
180, MAGI-1/BAP1, MAGI-2, and MAGI-3 [31]. However,
the exact functions of the majority of these interactions
are not well understood. One potentially interesting BAII-
binding protein is the insulin receptor substrate 53 (IRSp53),
which binds to a proline-rich region in BAIIl's intracellular
C-terminal segment and is also enriched in the PSD [43,
44]. Since IRSp53 is itself a downstream effector of Racl
and Cdc42 and a regulator of dendrite spine morphogenesis
[45], future studies that explore the effects of IRSp53-BAIl
interactions could elucidate key mechanisms of spinogenesis
and synaptogenesis. IRSp53’s potential role in autism spec-
trum disorder (ASD) makes this an even more interesting
interaction to investigate [46].

4.2. BAI2 Function at Synapses. Like BAIL, BAI2 is broadly
expressed in the brain, primarily in neurons and astrocytes
[47]. However, the subcellular localization of BAI2 remains
unclear. Roles for BAI2 in neurogenesis and synaptogenesis
have been suggested but not well established experimen-
tally. BAI2-deficient mice were found to display increased
resistance to social defeat stress and reduced immobility in
the tail suspension test, two behavioral assays that assess
depressive behavior in rodents [48]. BAI2-deficient mice
were also shown to exhibit increased neurogenesis in the
dentate gyrus of the hippocampus, where BAI2 is highly
expressed [47, 48]. These two observations are likely related
since enhanced adult neurogenesis has been shown to pos-
itively correlate with resistance to depression [49]. It is also
consistent with reports that BAI2 suppresses the expression
of vascular endothelial growth factor (VEGF) [50], as VEGF
stimulates adult neurogenesis in the dentate gyrus [51]. Loss
of BAI2 could therefore increase VEGF levels, resulting in
enhanced neurogenesis and increased resistance to stress.
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This idea will need to be further investigated. Furthermore,
since stress and depression are known to induce synapse loss,
while antidepressants promote synaptogenesis [52], in future
studies it will be interesting to investigate the possible roles of
BAI2 at synapses.

4.3. BAI3 Function at Synapses. Biochemical fractionation
studies have revealed that like BAII, BAI3 localizes to excita-
tory synapses in the brain [30, 53]. Furthermore, overexpres-
sion studies examining the localization of BAI3 in transfected
hippocampal neurons have shown that it is highly enriched
in spines where it colocalizes with the postsynaptic marker
PSD95 [28]. Together these findings suggest that BAI3 may
play an important role at excitatory synapses. Indeed, recently
BAI3 was shown to regulate excitatory synapse connectivity
and formation in the mouse cerebellum [28, 29] (Figure 2).
Knockdown of BAI3 using lentivirus-delivered shRNA in P7
pups induced clear deficits in connectivity between cerebellar
climbing fibers and their target Purkinje cells and between
parallel fibers and Purkinje cells by P21 [28]. Dendritic
spine density and vGlutl-positive synaptic contacts were both
decreased in Purkinje cells with reduced BAI3 levels [28].
Similarly, mice lacking BAI3 specifically in Purkinje cells
show a significant decrease in the number of vGlut2-positive
puncta in the cerebellum [29].

BAI3’s role at climbing fiber synapses is mediated through
its interactions with a class of secreted complement proteins
known as the Clg-like complement (Clql) family. Clql
proteins are broadly expressed in the brain with different
spatial and temporal expression patterns shown by family
members Clgll-4 [54]. In particular, Clqll is highly expressed
during the first 2 postnatal weeks in various neuronal pop-
ulations, particularly in the hippocampus, cerebral cortex,
and cerebellum [54]. Transient Clgll secretion in the cere-
bellum promotes Purkinje cell spinogenesis, and the effect
of modulating Clqll expression on Purkinje cell spinogenesis
depends on the expression levels of BAI3 [28]. Critically,
the Clqll-BAI3 interaction promotes developmental synapse
refinement and triggers elimination of surplus climbing fiber
synapses, helping to select and maintain a single winning
climbing fiber [29]. BAI3 expression in Purkinje cells is
required for this process, and the climbing fiber is the source
of Clgl. Moreover, continued expression of BAI3 is necessary
for maintenance of climbing fiber synapses, and adult mice
lacking Clql, which possess excess climbing fiber synapses
per Purkinje cell, eliminate these extra synapses when Clql
is introduced into the animals [29].

Clqll interacts with BAI3 through the N-terminal CUB
domain, which is unique to BAI3 [29]. BAI3 also interacts
with another Clql family member, Clql3, through its TSRs
[55]. Incubating cultured hippocampal neurons with Clql3
was shown to decrease excitatory synaptic density, and this
effect was reversed by adding the isolated TSRs of BAI3 to
the culture [55]. This result suggests a role for BAI3/Clgl3 in
hippocampal synapse development akin to the BAI3/Clgll-
mediated pruning function in the cerebellum described
above. It is not known if BAI3 also plays an earlier role in
promoting synapse formation in the hippocampus. Further,
since the TSRs in BAI3 are present in all BAISs, it is possible

that Clql3 also interacts with BAIl and BAI2, but this remains
to be investigated.

BAI3’s role in synapse elimination during cerebellar
development could shed some light on the differences
observed in the shRNA-transfected versus BAIl-null mice
described above. If proper spine formation requires a com-
petition to sort out the “winning” synapse, expression profiles
of relevant proteins in participating neurons might contribute
to the resolution of this competition. In the neurons in which
BAIl was removed via shRNA, only the transfected cells had
a deficit in BAIL, and they represented a small fraction (<5%)
of the total population. If they were in competition with
BAll-expressing neurons for the establishment of synapses,
and BAIl promotes winning the competition, then the BAIl
knockdown neurons would be at a decided disadvantage
relative to the vast majority of neurons expressing normal
levels of BAIL. This state of affairs would hold for both the
cultured neurons and the in vivo preparations. On the other
hand, the neurons examined in the BAII null mice existed on
a background of BAII null neurons. Therefore, the unmarked
neurons would not have an advantage in preserving synapses
and this may explain why no loss of dendritic spines was
observed. Such argument by analogy can only go so far, and
compensation by other BAI family members could also be a
factor, but this hypothesis warrants further investigation.

5. Other Adhesion-GPCRs
Involved in Synapses

In addition to the roles that BAIs play in synaptogenesis and
synaptic function, there is evidence that additional adhesion-
GPCRs function in these roles. Latrophilins are an adhesion-
GPCR subfamily comprised of 3 members latrophilins 1-3
(Lphnl-3 or ADGRLI-3) and ELTD1 (ADGRL4) in humans
and represent one of only two subfamilies conserved in
invertebrates [9]. Latrophilins were identified as receptors
for the black widow spider toxin a-latrotoxin, which causes
a massive Ca’"-mediated exocytosis of neurotransmitter-
containing vesicles from the presynaptic side of the synapses
[56]. Lphnl and Lphn3 are largely restricted to the brain,
while Lphn2 is expressed in many tissues [9]. In addition
to their GAIN domains, Lphns contain a hormone recep-
tor motif, an olfactomedin-like domain, and a rhamnose-
binding lectin domain in their NTFs [9]. Both Lphnl and
Lphn3 have been implicated in synapse formation. Lphnl
is thought to mediate its effects on synapse formation via
interactions with teneurin-2/lasso [57, 58], neurexin-153/23
[59], and fibronectin leucine-rich transmembrane proteins
(FLRTs) [58]. All three of these proteins have been impli-
cated independently in synapse formation. Presynaptic Lphnl
binds to teneurin-2 via its lectin domain with nanomo-
lar affinity in a manner regulated by alternate splicing of
Lphnl [57, 58]. This interaction supports cell adhesion, while
homophilic interaction between teneurins does not [58].
The Lphnl/teneurin interaction leads to presynaptic Ca®*
increases [57], and disruption of the interaction using the
teneurin-binding segment of the Lphnl NTF decreases both
excitatory and inhibitory synapse density in rat hippocampal
neurons [58]. Lphnl’s interaction with neurexins also has



nanomolar affinity and is regulated by alternate splicing of
neurexins but is largely mediated by Lphnl’s olfactomedin
domain [59]. This interaction is especially intriguing because
neurexins and their canonical binding partners, neuroligins,
form trans-synaptic complexes and are strongly implicated in
ASD [60]. Postsynaptic Lphnl binds to presynaptic neurexins
competitively with neuroligins [59]. It is not yet known what
function the Lphnl/neurexin interaction serves at synapses,
but given the known roles of both proteins, it is likely to
be of high interest. Similarly, the role of the Lphnl/FLRT-
3 interaction is not completely understood. Lphn3 has
received increased attention of late due to a strong emerg-
ing correlation with attention deficit/hyperactivity disorder
(ADHD) in humans [61, 62]. Lphn3 binds to FLRT-3 via its
olfactomedin domain and to teneurin-1 via its olfactomedin
and lectin domains [63, 64]. Presynaptic Lphn3 interacts
with postsynaptic FLRT-3 to promote synapse formation in
hippocampal neurons and in cortical synapses from layers
2/3 to layer 5 [63, 64]. Interestingly, FLRT-3 and teneurins
vary in their distributions throughout the layered structure
of the cortex, suggesting that Lphn3 could serve different
functions in different regions of the brain by interacting with
distinct ligands [64]. In short, Lphns are implicated in both
presynaptic function and in directing synapse formation by
forming complexes with transmembrane ligands in neuronal
membranes.

The Celsr adhesion-GPCR subfamily is characterized by
the presence of atypical cadherin repeats, calcium-binding
EGF-like domains, laminin G domains, and a hormone
receptor motif in their NTFs in addition to the GAIN
domain [9, 10]. Like latrophilins, this subfamily is conserved
in invertebrates, with Flamingo in Drosophila melanogaster,
Fmi-1/2 in Caenorhabditis elegans, and Celsrl-3 (ADGRCI-3)
in humans [9, 10]. Adhesion-GPCRs of the Flamingo/CELSR
subfamily function in many aspects of nervous system
development, including neural tube closure, axon guidance,
and the formation of dendritic arbors [9, 65-68]. These
effects are mediated through the now classical interaction
of these proteins with the cellular planar cell polarity (PCP)
machinery, as well as cAMP- and Ca®"-dependent mecha-
nisms [9, 65, 66, 68]. Synaptic defects are observed when
expression of Celsr-subfamily adhesion-GPCRs is altered or
repressed, but it is difficult to determine whether these are
direct effects on synaptic formation and/or maintenance, or
whether they arise secondarily from malformation of axons
and dendrites. Loss of Flamingo leads to formation of ectopic
neuromuscular junctions, or synapses between axons and
muscle, in Drosophila [69]. It also leads to malformed en
passant synapses in this system, though these synapses are
functional [69]. Further, aging animals lacking Flamingo
exhibit a decrease in neuromuscular junctions, though this
appears to be an effect of axonal degeneration [69]. Numerous
questions remain to be answered in order to determine
the specific roles of Celsr subfamily adhesion-GPCRs in
synaptic formation and function. Finally, very large GPCR 1
(VLGRI or ADGRV]I) has been implicated in the formation
of cochlear synapses, though its specific role remains unclear
[70]. Many adhesion-GPCRs have not yet been tested for a
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role in synapses. Identification of adhesion-GPCRs involved
in synaptic formation and function as well as elucidation
of the mechanisms and signals that underlie these roles are
important challenges for both adhesion-GPCR and synaptic
biology.

6. BAIs’ Disease Relevance and Potential as
Therapeutic Targets

Given the important roles that BAI adhesion-GPCRs play in
promoting synapse development and plasticity and inhibiting
angiogenesis and tumor formation [18], it is not surprising
that they have been implicated in a number of human dis-
eases. For instance, single nucleotide polymorphisms (SNPs)
and copy number variations in the human BAI3 gene have
been associated with schizophrenia [71-73], bipolar disorder
[74], and drug addiction [75], brain disorders characterized
by synapse abnormalities [4]. Furthermore, BAI3 expression
is affected by lithium treatment, which is often used to treat
patients with bipolar disorder and schizophrenia [74, 76].
The human BAII gene is also located in a hot spot for
de novo germline mutations in patients with autism [77],
and BAIl expression is upregulated in mouse models of
Rett and MeCP2 Duplication Syndromes [78]. Conversely,
BAIl expression is downregulated in glioblastoma and is
inversely correlated with neovascularization in colorectal and
lung cancers [36]. The growing evidence that BAIs play
critical roles in human disease suggests that they may make
good therapeutic targets in the future. GPCRs are generally
considered to be the most successful therapeutic targets for a
broad spectrum of diseases. Indeed, greater than 50% of the
current therapeutic agents on the market target these proteins
[79, 80]. Greater insight into the regulation and function
of BAIs could therefore facilitate the development of novel
therapies for the treatment of brain disorders and cancer.

7. Conclusions

After years of relative obscurity, there have been rapid recent
advances in understanding the biology of BAIs and other
adhesion-GPCRs. These molecules are intriguing because
they tend to have multiple ligand binding domains that
suggest that they are signal integrators, recognize large, com-
plex substrates, and/or detect coincidences. The complexities
added by NTF swapping, signaling by both GPCR-dependent
and -independent modes, splice variants, and potential for-
mation of higher level complexes are only beginning to be
understood in a functional context. These complexities lend
themselves to neuronal and synaptic function, given the role
that these cells and structures play in storing and processing
information. BAIs in particular are demonstrating key roles
in synaptic function, though they play other roles in and
out of the brain as well. A full appreciation of BAI function
will require the identification of all BAI ligands, complete
elucidation of BAI expression patterns and localization,
identification of all binding partners and modes of signaling,
and dynamic measurements of these properties. These are
exciting challenges that hold great promise for increasing
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our understanding of synaptic function, as well as treating
synaptic dysfunction.

Conflict of Interests

The authors declare that there is no conflict of interests
regarding the publication of this paper.

Acknowledgments

This work was supported by the National Institute of Neuro-
logical Disorders and Stroke Grant ROINS062829 (Kimberley
F. Tolias) and the National Institute of Mental Health Grants
ROIMH103108 (Kimberley E Tolias) and KO0IMHO089112
(Joseph G. Duman).

References

[1] C. L. Waites, A. M. Craig, and C. C. Garner, “Mechanisms of
vertebrate synaptogenesis,” Annual Review of Neuroscience, vol.
28, pp. 251-274, 2005.

[2] A.K. McAllister, “Dynamic aspects of CNS synapse formation,”
Annual Review of Neuroscience, vol. 30, pp. 425-450, 2007.

[3] Y. C. Lin and A. J. Koleske, “Mechanisms of synapse and
dendrite maintenance and their disruption in psychiatric and
neurodegenerative disorders,” Annual Review of Neuroscience,
vol. 33, no. 1, pp. 349-378, 2010.

[4] K.-O. Lai and N. Y. Ip, “Structural plasticity of dendritic spines:
the underlying mechanisms and its dysregulation in brain
disorders,” Biochimica et Biophysica Acta, vol. 1832, no. 12, pp.
2257-2263, 2013.

[5] M. D. Thompson, D. E. Cole, V. Capra et al., “Pharmacogenetics
of the G protein-coupled receptors,” Methods in Molecular
Biology, vol. 1175, pp. 189-242, 2014.

[6] T. K. Bjarnadéttir, D. E. Gloriam, S. H. Hellstrand, H. Kris-
tiansson, R. Fredriksson, and H. B. Schioth, “Comprehensive
repertoire and phylogenetic analysis of the G protein-coupled
receptors in human and mouse,” Genomics, vol. 88, no. 3, pp.
263-273, 2006.

[7] A. Chollet and G. Turcatti, “Biophysical approaches to G
protein-coupled receptors: structure, function and dynamics,”
Journal of Computer Aided Molecular Design, vol. 13, no. 3, pp.
209-219, 1999.

[8] I Liebscher, T. Schoneberg, and S. Promel, “Progress in demys-
tification of adhesion G protein-coupled receptors,” Biological
Chemistry, vol. 394, no. 8, pp. 937-950, 2013.

[9] J. Hamann, G. Aust, D. Arag et al., “International Union of Basic
and Clinical Pharmacology. XCIV. Adhesion G protein-coupled
receptors,” Pharmacological Reviews, vol. 67, no. 2, pp. 338-367,
2015.

[10] T. Langenhan, G. Aust, and J. Hamann, “Sticky signaling—
adhesion class G protein-coupled receptors take the stage
Science Signaling, vol. 6, no. 276, article re3, 2013.

[11] D. Arag, A. A. Boucard, M. E Bolliger et al., “A novel evolu-
tionarily conserved domain of cell-adhesion GPCRs mediates
autoproteolysis,” The EMBO Journal, vol. 31, no. 6, pp. 1364-
1378, 2012.

[12] S.Promel, T. Langenhan, and D. Arag, “Matching structure with
function: the GAIN domain of Adhesion-GPCR and PKDI-like
proteins,” Trends in Pharmacological Sciences, vol. 34, no. 8, pp.
470-478, 2013.

[13] Y.-S. Huang, N.-Y. Chiang, C.-H. Hu et al,, “Activation of
myeloid cell-specific adhesion class G protein-coupled receptor
EMR?2 via ligation-induced translocation and interaction of
receptor subunits in lipid raft microdomains,” Molecular and
Cellular Biology, vol. 32, no. 8, pp. 1408-1420, 2012.

[14] J.-P. Silva, V. Lelianova, C. Hopkins, K. E. Volynski, and Y.
Ushkaryov, “Functional cross-interaction of the fragments pro-
duced by the cleavage of distinct adhesion G-protein-coupled
receptors,” Journal of Biological Chemistry, vol. 284, no. 10, pp.
6495-6506, 2009.

[15] K. J. Paavola, J. R. Stephenson, S. L. Ritter, S. P. Alter, and
R. A. Hall, “The N terminus of the adhesion G protein-
coupled receptor GPR56 controls receptor signaling activity;’
The Journal of Biological Chemistry, vol. 286, no. 33, pp. 28914
28921, 2011.

[16] N. Scholz, J. Gehring, C. Guan et al., “The adhesion GPCR
latrophilin/CIRL shapes mechanosensation,” Cell Reports, vol.
11, no. 6, pp. 866-874, 2015.

(17] D. Park and K. S. Ravichandran, “Emerging roles of brain-
specific angiogenesis inhibitor 1 Advances in Experimental
Medicine and Biology, vol. 706, pp. 167-178, 2010.

[18] J. R. Stephenson, R. H. Purcell, and R. A. Hall, “The BAI
subfamily of adhesion GPCRs: synaptic regulation and beyond,”
Trends in Pharmacological Sciences, vol. 35, no. 4, pp. 208-215,
2014.

[19] H. Nishimori, T. Shiratsuchi, T. Urano et al., “A novel brain-
specific p53-target gene, BAII, containing thrombospondin
type 1 repeats inhibits experimental angiogenesis,” Oncogene,
vol. 15, no. 18, pp. 2145-2150, 1997.

[20] T. Shiratsuchi, H. Nishimori, H. Ichise, Y. Nakamura, and T.
Tokino, “Cloning and characterization of BAI2 and BAI3, novel
genes homologous to brain-specific angiogenesis inhibitor 1
(BAIL),” Cytogenetics and Cell Genetics, vol. 79, no. 1-2, pp. 103-
108, 1997.

[21] H. J. Kee, K. Y. Ahn, K. C. Choi et al., “Expression of brain-
specific angiogenesis inhibitor 3 (BAI3) in normal brain and
implications for BAI3 in ischemia-induced brain angiogenesis
and malignant glioma,” FEBS Letters, vol. 569, no. 1-3, pp. 307-
316, 2004.

[22] K. Mori, Y. Kanemura, H. Fujikawa et al., “Brain-specific
angiogenesis inhibitor 1 (BAIl) is expressed in human cerebral
neuronal cells,” Neuroscience Research, vol. 43, no. 1, pp. 69-74,
2002.

[23] J. D. Sokolowski, S. L. Nobles, D. S. Heffron, D. Park, K. S.
Ravichandran, and J. W. Mandell, “Brain-specific angiogenesis
inhibitor-1 expression in astrocytes and neurons: implications
for its dual function as an apoptotic engulfment receptor;” Brain,
Behavior, and Immunity, vol. 25, no. 5, pp. 915-921, 2011.

[24] D. Park, A.-C. Tosello-Trampont, M. R. Elliott et al., “BAIl
is an engulfment receptor for apoptotic cells upstream of the
ELMO/Dock180/Rac module,” Nature, vol. 450, no. 7168, pp.
430-434, 2007.

[25] J. G. Duman, C. P. Tzeng, Y.-K. Tu et al., “The adhesion-GPCR
BAII regulates synaptogenesis by controlling the recruitment of
the Par3/Tiaml polarity complex to synaptic sites,” The Journal
of Neuroscience, vol. 33, no. 16, pp. 6964-6978, 2013.

[26] D. Zhu, C. Li, A. M. Swanson et al., “BAIl regulates spatial
learning and synaptic plasticity in the hippocampus,” The
Journal of Clinical Investigation, vol. 125, no. 4, pp. 1497-1508,
2015.

[27] V.Lanoue, A. Usardi, S. M. Sigoillot et al., “The adhesion-GPCR
BAI3, a gene linked to psychiatric disorders, regulates dendrite



S)
K

(30]

(31]

(34]

[36]

(37]

(38]

(41]

morphogenesis in neurons,” Molecular Psychiatry, vol. 18, no. 8,
pp. 943-950, 2013.

S. Sigoillot, K. Iyer, E Binda et al., “The secreted protein C1QL1
and its receptor BAI3 control the synaptic connectivity of
excitatory inputs converging on cerebellar purkinje cells,” Cell
Reports, vol. 10, no. 5, pp- 820-832, 2015.

W. Kakegawa, N. Mitakidis, E. Miura et al., “Anterograde Clgll
signaling is required in order to determine and maintain a

single-winner climbing fiber in the mouse cerebellum,” Neuron,
vol. 85, no. 2, pp. 316-330, 2015.

M. O. Collins, H. Husi, L. Yu et al., “Molecular characterization
and comparison of the components and multiprotein com-
plexes in the postsynaptic proteome,” Journal of Neurochemistry,
vol. 97, supplement 1, pp. 16-23, 2006.

J. R. Stephenson, K. J. Paavola, S. A. Schaefer, B. Kaur, E. G.
Van Meir, and R. A. Hall, “Brain-specific angiogenesis inhibitor-
1 signaling, regulation, and enrichment in the postsynaptic
density;” The Journal of Biological Chemistry, vol. 288, no. 31, pp.
22248-22256, 2013.

B. Kaur, D.J. Brat, N. S. Devi, and E. G. Van Meir, “Vasculostatin,
a proteolytic fragment of brain angiogenesis inhibitor 1, is an
antiangiogenic and antitumorigenic factor, Oncogene, vol. 24,
no. 22, pp. 3632-3642, 2005.

B. Kaur, S. M. Cork, E. M. Sandberg et al., “Vasculostatin
inhibits intracranial glioma growth and negatively regulates
in vivo angiogenesis through a CD36-dependent mechanism,”
Cancer Research, vol. 69, no. 3, pp. 1212-1220, 2009.

D. Okajima, G. Kudo, and H. Yokota, “Brain-specific angio-
genesis inhibitor 2 (BAI2) may be activated by proteolytic
processing,” Journal of Receptors and Signal Transduction, vol.
30, no. 3, pp. 143-153, 2010.

S. M. Cork, B. Kaur, N. S. Devi et al., “A proprotein
convertase/ MMP-14 proteolytic cascade releases a novel 40kDa
vasculostatin from tumor suppressor BAIL,” Oncogene, vol. 31,
no. 50, pp. 5144-5152, 2012.

S. M. Cork and E. G. Van Meir, “Emerging roles for the BAIl
protein family in the regulation of phagocytosis, synaptoge-
nesis, neurovasculature, and tumor development,” Journal of
Molecular Medicine, vol. 89, no. 8, pp. 743-752, 2011.

S. Das, K. A. Owen, K. T. Ly et al, “Brain angiogenesis
inhibitor 1 (BAIl) is a pattern recognition receptor that mediates
macrophage binding and engulfment of Gram-negative bac-
teria,” Proceedings of the National Academy of Sciences of the
United States of America, vol. 108, no. 5, pp. 2136-2141, 2011.

A. E. Hochreiter-Hufford, C. S. Lee, J. M. Kinchen et al.,
“Phosphatidylserine receptor BAIl and apoptotic cells as new
promoters of myoblast fusion,” Nature, vol. 497, no. 7448, pp.
263-267, 2013.

K. E Tolias, J. G. Duman, and K. Um, “Control of synapse
development and plasticity by Rho GTPase regulatory proteins,”
Progress in Neurobiology, vol. 94, no. 2, pp. 133-148, 2011.

K. F. Tolias, J. B. Bikoff, A. Burette et al., “The Racl-GEF
Tiaml couples the NMDA receptor to the activity-dependent
development of dendritic arbors and spines,” Neuron, vol. 45,
no. 4, pp. 525-538, 2005.

K. F. Tolias, J. B. Bikoff, C. G. Kane, C. S. Tolias, L. Hu, and
M. E. Greenberg, “The Racl guanine nucleotide exchange fac-
tor Tiaml mediates EphB receptor-dependent dendritic spine
development,” Proceedings of the National Academy of Sciences
of the United States of America, vol. 104, no. 17, pp. 7265-7270,
2007.

(42]

[43]

(47]

[48]

(51]

(54]

(56]

Neural Plasticity

K.-O. Laj, A. S. L. Wong, M.-C. Cheung et al., “TrkB phospho-
rylation by Cdk5 is required for activity-dependent structural
plasticity and spatial memory,” Nature Neuroscience, vol. 15, no.
11, pp. 1506-1515, 2012.

M.-A. Abbott, D. G. Wells, and J. R. Fallon, “The insulin receptor
tyrosine kinase substrate p58/53 and the insulin receptor are
components of CNS synapses,” The Journal of Neuroscience, vol.
19, no. 17, pp. 7300-7308, 1999.

J. Bockmann, M. R. Kreutz, E. D. Gundelfinger, and T. M.
Bockers, “ProSAP/Shank postsynaptic density proteins interact
with insulin receptor tyrosine kinase substrate IRSp53,” Journal
of Neurochemistry, vol. 83, no. 4, pp. 1013-1017, 2002.

J. Choi, J. Ko, B. Racz et al., “Regulation of dendritic spine
morphogenesis by insulin receptor substrate 53, a downstream
effector of Racl and Cdc42 small GTPases,” The Journal of
Neuroscience, vol. 25, no. 4, pp. 869-879, 2005.

C. Toma, A. Hervas, N. Balmana et al., “Association study of six
candidate genes asymmetrically expressed in the two cerebral
hemispheres suggests the involvement of BAIAP2 in autism,”
Journal of Psychiatric Research, vol. 45, no. 2, pp. 280-282, 2011.
H. J. Kee, J. T. Koh, M.-Y. Kim et al., “Expression of brain-
specific angiogenesis inhibitor 2 (BAI2) in normal and ischemic
brain: involvement of BAI2 in the ischemia-induced brain
angiogenesis;” Journal of Cerebral Blood Flow and Metabolism,
vol. 22, no. 9, pp. 1054-1067, 2002.

D. Okajima, G. Kudo, and H. Yokota, “Antidepressant-like
behavior in brain-specific angiogenesis inhibitor 2-deficient
mice;” Journal of Physiological Sciences, vol. 61, no. 1, pp. 47-54,
2011.

B. A. Samuels and R. Hen, “Neurogenesis and affective disor-
ders,” European Journal of Neuroscience, vol. 33, no. 6, pp. 1152-
1159, 2011.

B. C. Jeong, M.-Y. Kim, J. H. Lee et al., “Brain-specific angio-
genesis inhibitor 2 regulates VEGF through GABP that acts as a
transcriptional repressor;,” FEBS Letters, vol. 580, no. 2, pp. 669—
676, 2006.

J. L. Warner-Schmidt and R. S. Duman, “VEGF is an essential
mediator of the neurogenic and behavioral actions of antide-
pressants,” Proceedings of the National Academy of Sciences of the
United States of America, vol. 104, no. 11, pp. 4647-4652, 2007.
R. S. Duman and G. K. Aghajanian, “Synaptic dysfunction in
depression: potential therapeutic targets,” Science, vol. 338, no.
6103, pp. 68-72, 2012.

E Selimi, I. M. Cristea, E. Heller, B. T. Chait, and N. Heintz,
“Proteomic studies of a single CNS synapse type: the parallel
fiber/purkinje cell synapse,” PLoS Biology, vol. 7, no. 4, Article
ID e1000083, 2009.

T. lijima, E. Miura, M. Watanabe, and M. Yuzaki, “Distinct
expression of Clq-like family mRNAs in mouse brain and bio-
chemical characterization of their encoded proteins,” European
Journal of Neuroscience, vol. 31, no. 9, pp. 1606-1615, 2010.

M. F. Bolliger, D. C. Martinelli, and T. C. Siidhof, “The cell-
adhesion G protein-coupled receptor BAI3 is a high-affinity
receptor for Clq-like proteins,” Proceedings of the National
Academy of Sciences of the United States of America, vol. 108, no.
6, pp. 2534-2539, 2011.

M. A. Rahman, A. C. Ashton, E. A. Meunier, B. A. Davletov, J. O.
Dolly, and Y. A. Ushkaryov, “Norepinephrine exocytosis stimu-
lated by alpha-latrotoxin requires both external and stored Ca*"
and is mediated by latrophilin, G proteins and phospholipase
CJ Philosophical Transactions of the Royal Society B: Biological
Sciences, vol. 354, no. 1381, pp. 379-386, 1999.



Neural Plasticity

(57]

(58]

(59]

[60]

(61]

[66]

(67]

J.-P. Silva, V. G. Lelianova, Y. S. Ermolyuk et al., “Latrophilin
1 and its endogenous ligand Lasso/teneurin-2 form a high-
affinity transsynaptic receptor pair with signaling capabilities,”
Proceedings of the National Academy of Sciences of the United
States of America, vol. 108, no. 29, pp. 12113-12118, 2011.

A. A. Boucard, S. Maxeiner, and T. C. Stidhof, “Latrophilins
function as heterophilic cell-adhesion molecules by binding
to teneurins: regulation by alternative splicing,” Journal of
Biological Chemistry, vol. 289, no. 1, pp. 387-402, 2014.

A. A. Boucard, J. Ko, and T. C. Stidhof, “High affinity
neurexin binding to cell adhesion G-protein-coupled receptor
CIRL1/latrophilin-1 produces an intercellular adhesion com-
plex;” Journal of Biological Chemistry, vol. 287, no. 12, pp. 9399-
9413, 2012.

A. C. Reichelt, R. J. Rodgers, and S. J. Clapcote, “The role
of neurexins in schizophrenia and autistic spectrum disorder;’
Neuropharmacology, vol. 62, no. 3, pp. 1519-1526, 2012.

M. Arcos-Burgos, M. Jain, M. T. Acosta et al., “A common
variant of the latrophilin 3 gene, LPHN3, confers susceptibility
to ADHD and predicts effectiveness of stimulant medication,”
Molecular Psychiatry, vol. 15, no. 11, pp. 1053-1066, 2010.

E. M. Bruxel, A. Salatino-Oliveira, G. C. Akutagava-Martins
et al., “LPHN3 and attention-deficit/hyperactivity disorder: a
susceptibility and pharmacogenetic study,” Genes, Brain and
Behavior, vol. 14, no. 5, pp. 419-427, 2015.

M. L. O’Sullivan, J. de Wit, J. N. Savas et al., “FLRT proteins are
endogenous latrophilin ligands and regulate excitatory synapse
development,” Neuron, vol. 73, no. 5, pp. 903-910, 2012.

M. L. O’Sullivan, E Martini, S. von Daake, D. Comoletti, and A.
Ghosh, “LPHN3, a presynaptic adhesion-GPCR implicated in
ADHD, regulates the strength of neocortical layer 2/3 synaptic
input to layer 5, Neural Development, vol. 9, article 7, 2014.

Y. Shima, S.-Y. Kawaguchi, K. Kosaka et al., “Opposing roles
in neurite growth control by two seven-pass transmembrane
cadherins,” Nature Neuroscience, vol. 10, no. 8, pp. 963-969,
2007.

X.-J. Wang, D.-L. Zhang, Z.-G. Xu et al, “Understanding
cadherin EGF LAG seven-pass G-type receptors,” Journal of
Neurochemistry, vol. 131, no. 6, pp. 699-711, 2014.

A. Steimel, L. Wong, E. H. Najarro, B. D. Ackley, G. Garriga,
and H. Hutter, “The flamingo ortholog FMI-1 controls pioneer-
dependent navigation of follower axons in C. elegans,” Develop-
ment, vol. 137, no. 21, pp- 3663-3673, 2010.

T. Nishimura, H. Honda, and M. Takeichi, “Planar cell polarity
links axes of spatial dynamics in neural-tube closure;” Cell, vol.
149, no. 5, pp. 1084-1097, 2012.

H. Bao, M. L. Berlanga, M. Xue et al., “The atypical cadherin
flamingo regulates synaptogenesis and helps prevent axonal and
synaptic degeneration in Drosophila,” Molecular and Cellular
Neuroscience, vol. 34, no. 4, pp. 662-678, 2007.

M. Zallocchi, D. T. Meehan, D. Delimont et al., “Role for a novel
Usher protein complex in hair cell synaptic maturation,” PLoS
ONE, vol. 7, no. 2, Article ID 30573, 2012.

P. DeRosse, T. Lencz, K. E. Burdick, S. G. Siris, J. M. Kane, and
A. K. Malhotra, “The genetics of symptom-based phenotypes:
toward a molecular classification of schizophrenia,” Schizophre-
nia Bulletin, vol. 34, no. 6, pp. 1047-1053, 2008.

H.-M. Liao, Y.-L. Chao, A.-L. Huang et al., “Identification and
characterization of three inherited genomic copy number vari-
ations associated with familial schizophrenia,” Schizophrenia
Research, vol. 139, no. 1-3, pp. 229-236, 2012.

(73]

(74]

[75]

(76]

(79]

(80]

E.S. Lips, L. N. Cornelisse, R. E Toonen et al., “Functional gene
group analysis identifles synaptic gene groups as risk factor for
schizophrenia,” Molecular Psychiatry, vol. 17, no. 10, pp. 996-
1006, 2012.

M. J. McCarthy, C. M. Nievergelt, J. R. Kelsoe, and D. K.
Welsh, “A survey of genomic studies supports association of
circadian clock genes with bipolar disorder spectrum illnesses
and lithium response,” PLoS ONE, vol. 7, no. 2, Article ID 32091,
2012.

Q.-R. Liu, T. Drgon, C. Johnson, D. Walther, J. Hess, and G. R.
Uhl, “Addiction molecular genetics: 639,401 SNP whole genome
association identifies many ‘cell adhesion’ genes,” American
Journal of Medical Genetics, Part B: Neuropsychiatric Genetics,
vol. 141, no. 8, pp. 918-925, 2006.

A. McQuillin, M. Rizig, and H. M. D. Gurling, “A microar-
ray gene expression study of the molecular pharmacology of
lithium carbonate on mouse brain mRNA to understand the
neurobiology of mood stabilization and treatment of bipolar
affective disorder;” Pharmacogenetics and Genomics, vol. 17, no.
8, pp. 605-617, 2007.

J. J. Michaelson, Y. Shi, M. Gujral et al, “Whole-genome
sequencing in autism identifies hot spots for de novo germline
mutation,” Cell, vol. 151, no. 7, pp. 1431-1442, 2012.

M. Chahrour, Y. J. Sung, C. Shaw et al., “MeCP2, a key
contributor to neurological disease, activates and represses
transcription,” Science, vol. 320, no. 5880, pp. 1224-1229, 2008.
C. Du and X. Xie, “G protein-coupled receptors as therapeutic
targets for multiple sclerosis,” Cell Research, vol. 22, no. 7, pp.
1108-1128, 2012.

R. Lappano and M. Maggiolini, “G protein-coupled receptors:
novel targets for drug discovery in cancer;” Nature Reviews Drug
Discovery, vol. 10, no. 1, pp. 47-60, 2011.



StrOke International Journal of Depression Research SCr 7_"3‘[7"”‘;"”;;
Research and Treatment Alzheimer’s Disease and Treatment Research and Treatment

International Journal of

Scientifica Brain Science

Hindawi

Submit your manuscripts at

~' O http://www.hindawi.com
X

Autism

Research and Treatment Neural Plasticity

o~

> e \%

4

Computational and = i H .
Mathematical Methods The Scientific Epilepsy Research Cardiovascular Psychiatry

in Medicine \ C World Journal and Treatment and Neurology

Parkinson’s
Disease

Neuroscience
Journal

Psychiatry
Journal

Journal of ]
Neurodegenerative
Diseases

BioMed
Research International




