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Alpha-synuclein is a predominant player in the pathogenesis of Parkinson’s Disease.

However, despite extensive study for two decades, its physiological and pathological

mechanisms remain poorly understood. Alpha-synuclein forms a perplexing web of

interactions with lipids, trafficking machinery, and other regulatory factors. One emerging

consensus is that synaptic vesicles are likely the functional site for alpha-synuclein,

where it appears to facilitate vesicle docking and fusion. On the other hand, the

dysfunctions of alpha-synuclein are more dispersed and numerous; when mutated

or over-expressed, alpha-synuclein affects several membrane trafficking and stress

pathways, including exocytosis, ER-to-Golgi transport, ER stress, Golgi homeostasis,

endocytosis, autophagy, oxidative stress, and others. Here we examine recent

developments in alpha-synuclein’s toxicity in the early secretory pathway placed in the

context of emerging themes from other affected pathways to help illuminate its underlying

pathogenic mechanisms in neurodegeneration.

Keywords: alpha-synuclein, vesicle trafficking, golgi, ER stress response, neurodegenerative diseases, Parkinson

disease, LRRK2, ER to golgi transport

INTRODUCTION

Alpha-synuclein (a-syn), a 14 kD cytosolic neuronal protein, has been a major focus of Parkinson’s
Disease (PD) pathological studies. As shown in Figure 1, a-syn consists of an N-terminal domain
that adopts an alpha-helical conformation upon binding to membranes, and a charged C-terminus
with multiple phosphorylation sites (Bendor et al., 2013; Snead and Eliezer, 2014). The N-terminal
domain of alpha-syn contains seven membrane-interacting repeats, and can either bind the
membrane as a long helix, or in a “broken helix” conformation with two helices connected by
a linker (Bartels et al., 2010). Alpha-syn monomers can either assemble into tetramers (Bartels
et al., 2011) or beta-sheet fibrils that aggregate to form Lewy bodies, a primary indicator
of Parkinson’s disease (PD) accompanied by neurodegeneration in the Substantia nigra, locus
coeruleus, and dorsal vagal nucleus (Kingsbury et al., 2010). Using a prion-like mechanism, normal
a-syn is converted to the aggregated form by a-syn molecules that have already been converted
(Deleersnijder et al., 2013), a process mediated by the non-amyloid-β component (NAC) region of
a-syn, comprising residues 61–95. Alpha-syn gene duplication, triplication, and several dominant
mutations, including A30P, E46K, H50Q, and A53T cause familial PD (Polymeropoulos et al., 1997;
Zarranz et al., 2004; Khalaf et al., 2014).
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FIGURE 1 | Alpha-synuclein structural schematic. Boxed regions represent alpha-helices. Seven repeats (residues 10–15, 21–26, 32–37, 43–48, 58–63, 69–74,

and 80–85) in the helical region are depicted with lighter shading. Numbering on figure refers to amino acids. PD-associated missense mutations are indicated.

Serine129 is a functionally implicated phosphorylation site. The C-terminal region contains a high density of charged residues (not shown).

The alpha-, beta-, and gamma-synuclein genes are somewhat
functionally redundant (Greten-Harrison et al., 2010; Ninkina
et al., 2012; Vargas et al., 2014), which probably accounts
for the lack of a significant phenotype from a-syn single
knockout (Abeliovich et al., 2000; Cabin et al., 2002). Synuclein
triple knockout, however, alters synapse structure and leads to
age-dependent neuronal dysfunction in mice (Greten-Harrison
et al., 2010). Alpha-syn participates in the maintenance of the
presynaptic vesicle pool as well as the release of neurotransmitter
(Murphy et al., 2000; Cabin et al., 2002; Ben Gedalya et al., 2009;
Nemani et al., 2010; Cheng et al., 2011).

The neuronal toxicity of alpha-synuclein over-expression or
mutation appears to involve a wide range of pathways and cellular
functions including ER-to-Golgi transport, Golgi homeostasis,
presynaptic trafficking, endocytosis, autophagy, the ubiquitin-
proteasome system, ER and oxidative stress (Snead and Eliezer,
2014). This review focuses primarily on the dysfunction of
alpha-synuclein and pathogenically related proteins in the early
secretory pathway.

PHYSIOLOGICAL FUNCTIONS

Although present in various compartments of the cell, alpha-
synuclein accumulates at the synapse (Maroteaux et al., 1988;
Kahle et al., 2000), and is recruited to synaptic vesicles through
interactions with specific lipids and trafficking machinery (Fortin
et al., 2004; Burré et al., 2010; Diao et al., 2013). In addition,
a-syn is capable of sensing membrane curvature and lipid
composition, with a preference for synaptic vesicle’s small shape,
high curvature, and charged lipid head groups (Pranke et al.,
2011; Bendor et al., 2013). The Rab family of small GTPases
appear to facilitate the recruitment process (Lee et al., 2011; Chen
et al., 2013) as does C-terminal phosphorylation (Oueslati et al.,
2010; Paleologou et al., 2010).

One emerging consensus is that a-syn, perhaps in cooperation
with cysteine string protein (CSP) (Chandra et al., 2005), acts as
a SNARE chaperone to potentiate SNARE assembly for fusion
(Burré et al., 2010). Interactions between a-syn and synaptic
SNAREs are established, and a-syn can promote SNARE-
mediated vesicle fusion in a manner that requires both lipid
and SNARE interactions. The precise step modulated by a-syn
seems to lie slightly upstream of final SNARE assembly during
clustering, docking, and/or SNARE priming for assembly (Diao
et al., 2013; Burré et al., 2014).

DYSFUNCTIONS I: THE SYNAPSE

Alpha-syn’s potential dysfunctions at its native site, the synapse,
have been intensely researched but will be briefly treated here.
Confusingly and despite the positive functions in docking and
fusion described above, a-syn has been shown to inhibit these
steps as well. Large alpha-syn oligomers potently inhibit vesicle
fusion (Choi et al., 2013, 2015) and soluble, non-aggregated
a-syn also inhibits at higher concentrations (Lai et al., 2014).
In some conditions, a-syn’s interactions with lipids alone may
inhibit SNARE-mediated fusion (DeWitt and Rhoades, 2013; Lai
et al., 2014). Alpha-syn synaptic function vs. dysfunction is likely
very sensitive to concentration and the aggregation state of a-syn
species, keeping inmind that conversion to pathogenic forms will
also deplete cells of the functional form. However, it remains to be
established whether a-syn synaptic dysfunction is a major driver
of neurodegeneration in PD.

DYSFUNCTIONS II: THE ER-GOLGI AXIS

The mechanism of a-syn toxicity leading to neurodegeneration is
very complex, multi-pronged, and highly integrated with cellular
stress pathways. Most likely, a-syn oligomers directly intoxicate
several cellular membrane-dependent pathways, each of which
causes damage and activation of unsuccessful stress responses
leading to apoptosis.

Evidence has mounted that one of the initiating insults results
from a-syn’s disruption of ER-to-Golgi transport, the first and
rate-limiting step in the biosynthetic secretory pathway. This
effect was first identified in a yeast screen for genetic suppressors
of a-syn toxicity (Cooper et al., 2006). Surprisingly, the
most efficient group of suppressors were membrane trafficking
proteins, including Ypt1p/rab1, which coordinates ER/Golgi
vesicle tethering; and Ykt6p, a SNARE that mediates ER/Golgi-
related fusions. That the most successful suppressors were
ER/Golgi trafficking machinery suggested that this pathway is
deeply involved in a-syn toxicity. Follow-up studies by multiple
groups have demonstrated potent inhibition of ER-to-Golgi
transport by physiologically relevant over-expression levels of
a-syn in normal rat kidney cells, HeLa cells, neuroendocrine
PC12 cells, and dopaminergic SH-SY5Y cells (Thayanidhi et al.,
2010; Winslow et al., 2010; Oaks et al., 2013). The evidence
supports a potent inhibition of the secretory pathway by
mild over-expression of wildtype a-syn and at even lower

Frontiers in Neuroscience | www.frontiersin.org 2 November 2015 | Volume 9 | Article 433

http://www.frontiersin.org/Neuroscience
http://www.frontiersin.org
http://www.frontiersin.org/Neuroscience/archive


Wang and Hay Alpha-synuclein Toxicity

concentrations by PD-associated mutants. The locus of a-syn
inhibition appears to be post- ER budding, perhaps through
interference with rab- and SNARE-dependent COPII vesicle
tethering and/or fusion (Gitler et al., 2008; Thayanidhi et al.,
2010). Interestingly, superoxide dismutase-1 (SOD1) mutants
that cause neurodegeneration in amyotrophic lateral sclerosis
(ALS) have also been shown to inhibit ER-to-Golgi transport in
neurons resulting in ER stress that can be ameliorated by over-
expression of ER/Golgi vesicle machinery (Atkin et al., 2014). Is
there a common feature of aggregated cytosolic proteins that is
fundamentally linked to ER export?

Normal neurons may thus be treading a delicate balance in
which they must express a-syn at a sufficient level to promote
synaptic trafficking yet below a threshold where it inhibits
biosynthetic trafficking and causes stress in the cell body. How
can a-syn be on the one hand a chaperone for facilitating
SNARE-dependent synaptic vesicle docking/fusion, and on the
other hand a disruptor of mechanistically similar membrane
docking/fusion events in the early secretory pathway? One key
could be the membrane binding properties of a-syn, which
cause it to preferentially interact with post-Golgi, highly curved,
charged membranes (Pranke et al., 2011) and lead the N-
terminal region to adopt helical structure and self-aggregate
(Burré et al., 2014). If these membrane interactions affect a-syn
interactions with SNAREs and rabs, then perhaps only post-
Golgi lipid compositions support positive effects. Conversely, a-
syn molecules that are not properly primed by lipid interactions
would fail to exert positive effects, or even negatively affect
SNARE assembly on pre-Golgi membranes. Both SNAREs and
a-syn undergo binding-induced helix formation, which could
make their coordinated assembly extremely context dependent.
It would be very useful to know whether a-syn can have different
effects at distinct membrane trafficking steps under the same
expression conditions in the same cell.

Recently, the link between ER/Golgi trafficking and PD
became even stronger. Mutations in Leucine-rich repeat kinase
2 (LRRK2) are the most frequent genetic lesions associated with
PD (Kumari and Tan, 2009). Strong genetic and possible physical
interactions between a-syn and LRRK2 suggest that they may
intoxicate a common pathway (Lin et al., 2009; Qing et al.,
2009; Guerreiro et al., 2013). While the precise functions of
LRRK2 are still emerging, they appear to be converging on ER
export and secretory trafficking. Interactions between LRRK2
and the ER exit site (ERES) scaffold sec16 led to the discovery
that LRRK2 is required for ERES assembly and efficient ER
cargo exit (Cho et al., 2014). Sec16 is believed to work in
concert with Sar1 GTPase to facilitate the assembly of COPII
coat components (Watson et al., 2006). One of the common PD-
associated LRRK2 mutants, R1441C, disrupts targeting of sec16
to ERES. In parallel, another mechanism by which LRRK2 may
impact secretion has emerged. Screens for LRRK2 interactions
identified BCL2-associated athanogene 5 (BAG5), Rab7L1, and
cyclin-G–associated kinase (GAK) as binding partners. These
proteins appeared to form a single complex targeted to the TGN
that positively regulates TGN turnover (Beilina et al., 2014).
Over-expression of any of these proteins alone, or expression
of PD-associated mutations of LRRK2, led to ablation of TGN

markers, and presumably the organelle itself, via an autophagy
mechanism (Beilina et al., 2014). Severe down-regulation of the
TGN would disrupt secretory trafficking and ultimately lead to
intracellular accumulation of secretory cargo at multiple steps.
Elucidating the multiple cellular functions of LRRK2 is essential
for understanding the secretory pathology of PD. Another
development was that rab39b lesions are associated with early-
onset Parkinsonism (Wilson et al., 2014). Although still very
early, it appears that rab39b and protein interacting with C-
kinase 1 (PICK1) regulate ER-to-Golgi transport of synaptic
machinery (Mignogna et al., 2015). To summarize, genetic lesions
in a-syn, LRRK2 and other genes–including the most potent
and frequent lesions causing PD–may initiate neuronal stress
by disrupting early steps in secretion. It is urgent to elucidate
the complex relationship between ER/Golgi trafficking, neuronal
stress, and PD.

Alpha-syn probably disrupts intra-Golgi and post-Golgi
secretory trafficking in addition to ER-to-Golgi trafficking.
Alpha-syn interacts with Rab8 (Golgi), Rab3a (post-Golgi), and
Rab5 (early endosomal) in a-syn A30P transgenic mice (Dalfó
et al., 2004); in addition, Rab8 (Golgi), Rab3a (post-Golgi),
and rab11 (recycling endosomal) overexpression rescue alpha-
syn’s toxicity (Cooper et al., 2006; Gitler et al., 2008; Yin
et al., 2014; Breda et al., 2015). That a-syn toxicity involves
simultaneous block of multiple steps in the biosynthetic secretory
pathway is also supported by the potent suppression of a-syn
transport blocks by ykt6 (Cooper et al., 2006; Thayanidhi et al.,
2010), an R-SNARE that can participate in multiple fusogenic
SNARE complexes. One secretory cargo of particular importance
to dopaminergic neurons is the dopamine transporter (DAT);
indeed DAT accumulates in microsomal fractions upon a-syn
over-expression and dopamine uptake is consequently inhibited
(Oaks et al., 2013). However, as outlined below, ER accumulation,
as opposed to lack of proper delivery of secretory and membrane
proteins may drive neurodegeneration even more substantially.

DYSFUNCTIONS III: ER STRESS

Alpha-syn over-expression causes ER stress (ERS) and activation
of the unfolded protein response (UPR) in cellular models (Smith
et al., 2005), which causes apoptosis if unresolved. Accumulating
evidence from many systems and approaches indicates that UPR
plays a rate-limiting role in the progression of neurodegeneration
and a-syn pathology (Mercado et al., 2013). UPR is activated
in PD neurons and UPR modulation protects or potentiates
PD progression. Low levels of UPR protects neurons from a-
syn toxicity, presumably by inducing chaperones and secretory
machinery to counteract ERS (Fouillet et al., 2012; Valdés
et al., 2014). Similarly, prevention of the adaptive response or
inducing acute ERS accelerates a-syn-associated neuronal death
(Colla et al., 2012a; Salganik et al., 2015). Phosphorylation of
Ser129 on alpha-syn appears to be important for triggering UPR
(Colla et al., 2012a). Interestingly, a-syn intoxication does not
activate all three classical branches of the UPR equally, which
could help explain why this particular ERS cannot be adapted
to. Work in PD models found that induction of chaperones
and CHOP occurs without phosphorylation of eIF2α by PERK
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(Colla et al., 2012a), perhaps indicating that adaptive and pro-
apoptotic responses are out of balance. Other studies indicate
that activation of IRE1/XBP1 is key to neuronal survival in
PD, and that this particular UPR branch may be selectively
important in neurons of the substantia nigra (Valdés et al.,
2014). Still other work finds that a-syn toxicity involves the
imbalanced outcomes of increased chaperones accompanied by
decreased activation of the ATF6 pathway (Credle et al., 2015).
A compelling correlate of this hypothesis is that activation
of the ATF6 pathway requires ER/Golgi transport, and ATF6
export from the ER is potently inhibited by a-syn (Credle et al.,
2015).

Precisely how does a-syn cause ERS in the first place? Themost
obvious mechanism would be inhibition of ER/Golgi transport
and/or later steps in the biosynthetic secretory pathway, leading
to ER overload. The finding that over-expression of secretory rabs
and other machinery alleviates a-syn toxicity is consistent with
ERS originating from a trafficking defect (Gitler et al., 2008; Yin
et al., 2014). However, ER/Golgi transport could also be viewed
as a relief valve for ERS caused by perturbation of other ER
functions. In addition, some of the secretory machinery whose
expression rescues stress, rab1a for example, may also more
directly regulate UPR events or autophagy induction (Winslow
et al., 2010; Chua and Tang, 2013).

Evidence exists for several modes by which a-syn could initiate
ERS through mechanisms distinct from ER/Golgi trafficking. For
example, it has been suggested that a-syn may find its way inside
the lumen of the ER, where it could aggregate with chaperones
to cause ERS (Colla et al., 2012b). A mechanism for a-syn
to cross the ER membrane has not been demonstrated. One
speculation could be uptake of extracellular a-syn aggregates by
endocytosis followed by retrograde vesicular transport to the ER
lumen, as in the case of certain bacterial toxins (Spooner and
Lord, 2012). A completely distinct mechanism by which a-syn
may trigger ERS is by inhibition of ER associated degradation
(ERAD), which would cause buildup of excess unfolded proteins.
Homocysteine-induced ER protein (Herp) is overexpressed in
PD and is a component of Lewy bodies (Slodzinski et al.,
2009) whose knockdown sensitizes PC12 cells to ERS-induced
apoptosis and a-syn toxicity (Belal et al., 2012). Herp plays an
essential role in ERAD (Schulze et al., 2005), particularly ERAD-
dependent turnover of ER calcium channels (Belal et al., 2012).
Herp inhibition or aggregation in PD could lead to general
ERAD inhibition or ER calcium depletion, either of which
could cause ERS. ERAD relies upon the ubiquitin-proteasome
system (UPS) for the disposal of ER-dislocated substrates, and
there are many links between the UPS and PD, only discussed
here as it relates to ERS. Several E3 ubiquitin ligases, for
example parkin, HRD1 and Rsp5/Nedd4, can protect cells from
a-syn intoxication and ERS (Tsai et al., 2003; Omura et al.,
2013; Tardiff et al., 2013). The mechanism by which ubiquitin
ligases protect neurons from ERS is unclear. One possibility
is that the UPS contributes to the removal of specific stress-
causingmembrane proteins such as parkin-associated endothelin
receptor-like receptor (Pael-R) that have been implicated in PD
pathology (Kitao et al., 2007; Omura et al., 2013). Parkin also
triggers mitophagy when recruited to defective mitochondria by

the voltage sensor PINK (Kroemer et al., 2010). But there could
also be more fundamental link(s) whereby the UPS promotes ER
homeostasis, for example through a direct regulatory role in the
initiation of UPR, ERAD, or ER-phagy. This could help explain
why multiple neurodegenerative diseases involving aggregated
cytosolic proteins result in UPR–a process conventionally viewed
as initiated in the ER lumen.

DYSFUNCTIONS IV: GOLGI HOMEOSTASIS

Golgi fragmentation is commonly observed in PD as well as
other neurodegenerative diseases (Gonatas et al., 2006; Fan
et al., 2008; Bexiga and Simpson, 2013). Overexpression of a-
syn in cultured mammalian cell lines and neurons can lead to
Golgi fragmentation; formation of a-syn prefibrillar aggregates
correlates tightly with Golgi and microtubule disruption (Gosavi
et al., 2002; Lee et al., 2006). Alpha-syn accumulation in yeast
results in mislocalization of Golgi markers and aggregation
of secretory vesicles (Soper et al., 2008, 2011). However, the
functional and pathological significance of Golgi disruption
remains unclear. In some cases, Golgi disruption seems to
precede microtubule disruption and inhibition of ER/Golgi
transport (Rendón et al., 2013), implying that Golgi disruption
is not a result of the trafficking block, and could represent an
independent branch of the pathology. In other cases the Golgi
disruption seems to accompany and be due to the ER/Golgi
transport inhibition (Coune et al., 2011) or be absent during
transport inhibition (Thayanidhi et al., 2010).

The lack of a consistent correlation between ER/Golgi
transport inhibition and Golgi disruption makes the role of Golgi
homeostasis in PD hard to evaluate. However, an intriguing
idea is that Golgi dispersal may be a means to propagate an a-
syn-caused Golgi-based stress signal. Increased neuronal firing
activity causes reversible Golgi fragmentation, suggesting it may
be part of a homeostatic stress signaling mechanism (Thayer
et al., 2013). Furthermore, inhibition of Golgi dispersal through
over-expression of Golgi tethering proteins can reduce the
toxicity of chemically-induced ER or oxidative stress (Nakagomi
et al., 2008). How Golgi fragmentation is initiated in response
to a-syn remains unclear, but signaling mechanisms mediating
other stress-related Golgi fragmentation have been outlined. For
example, the small GTPase ADP-ribosylation factor 4 (ARF4)
initiates Golgi dispersal in response to pathogens and chemical
insults (Reiling et al., 2013), and Cdk5 kinase phosphorylation of
Golgi matrix protein 130 (GM130) may mediate Golgi dispersal
in neurons challenged with beta-amyloid (Sun et al., 2008). It
would be exciting to test whether blockade of Golgi-dispersing
signals can relieve a-syn toxicity.

THE ENDOLYSOSOMAL SYSTEM AND
ALPHA-SYNUCLEIN CLEARANCE

The importance of the endolysosomal system in a-syn toxicity
cannot be overstated but will only be briefly introduced. The
clearance of a-syn largely depends upon the endosome-lysosome
pathway (Flower et al., 2007; Lee et al., 2008; Liu et al., 2009;
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FIGURE 2 | Summary of the roles of alpha-synuclein and other PD-associated proteins in the secretory pathway and the resulting stress responses.

Alvarez-Erviti et al., 2011). This process appears to be Rab11a-
dependent (Liu et al., 2009), which likely explains Rab11a’s
involvement in synucleinopathy (Breda et al., 2015). Alpha-syn
over-expression appears to interfere with endosomal trafficking
(Soper et al., 2008, 2011; Volpicelli-Daley et al., 2014), and
this likely exacerbates a-syn toxicity by potentiating a-syn
accumulation. In addition, impaired lysosomal activity could
contribute to PD (van Dijk et al., 2013).

Alpha-syn accumulation triggers macroautophagy, the
process by which cytosolic proteins and organelles are imported
into lysosomes. ERS triggered by a-syn accumulation probably
contributes to autophagy activation since the PERK and ATF6
UPR signaling arms induce autophagy genes (He and Klionsky,
2009; Kroemer et al., 2010). However, aggregated or over-
expressed alpha-syn inhibits autophagy and results in less
efficient clearance, more accumulation and greater cell-to-cell
spread of a-syn pathology (Winslow et al., 2010; Lee et al., 2013;
Tanik et al., 2013).

OXIDATIVE STRESS

Oxidative stress is another outcome of alpha-syn accumulation,
and is closely associated with disruption of ER proteostasis

(Exner et al., 2012). Similar to ERS, mitochondrial dysfunction
is present in many neurodegenerative diseases (Lionaki et al.,
2015), and will be important in disease intervention. Still, a
key question remaining is whether the pathological oxidative
stress is a downstream manifestation of other stresses, for
example perturbed ER calcium or reduced autophagic clearance
of defective mitochondria (Chigurupati et al., 2009; Su et al.,
2010), or does it belie a more fundamental relationship with
alpha-synuclein?

CONCLUSION

We have briefly summarized the multifaceted effects of
alpha-syn on cellular membrane trafficking, with special
emphasis on the ER-Golgi axis (see Figure 2). Many more
studies will be required to unravel all of the mechanisms
of alpha-syn toxicity, and the early secretory pathway will
likely remain a major focus. One of the major issues to
resolve is how a-syn manages to play positive as well negative
roles in membrane trafficking due to its concentration,
aggregation state, and SNARE- and lipid-binding properties.
Another major issue is how a-syn triggers its unique kind
of ERS and how this stress is modulated by ER/Golgi
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transport, ERAD, and the ubiquitin-proteasome system.
In addition, it should be resolved whether there is a
common pattern of dysfunction in the early secretory
pathway lying at the heart of multiple neurodegenerative
diseases.

ACKNOWLEDGMENTS

This work was supported byNIH grant GM106323 (to JH) and by
the University of Montana Center for Structural and Functional
Neuroscience.

REFERENCES

Abeliovich, A., Schmitz, Y., Fariñas, I., Choi-Lundberg, D., Ho, W. H., Castillo,

P. E., et al. (2000). Mice lacking alpha-synuclein display functional deficits in

the nigrostriatal dopamine system. Neuron 25, 239–252. doi: 10.1016/S0896-

6273(00)80886-7

Alvarez-Erviti, L., Seow, Y., Schapira, A. H., Gardiner, C., Sargent, I. L., Wood,

M. J., et al. (2011). Lysosomal dysfunction increases exosome-mediated

alpha-synuclein release and transmission. Neurobiol. Dis. 42, 360–367. doi:

10.1016/j.nbd.2011.01.029

Atkin, J. D., Farg, M. A., Soo, K. Y., Walker, A. K., Halloran, M., Turner, B. J.,

et al. (2014). Mutant SOD1 inhibits ER-Golgi transport in amyotrophic lateral

sclerosis. J. Neurochem. 129, 190–204. doi: 10.1111/jnc.12493

Bartels, T., Ahlstrom, L. S., Leftin, A., Kamp, F., Haass, C., Brown, M. F., et al.

(2010). The N-terminus of the intrinsically disordered protein α-synuclein

triggers membrane binding and helix folding. Biophys. J. 99, 2116–2124. doi:

10.1016/j.bpj.2010.06.035

Bartels, T., Choi, J. G., and Selkoe, D. J. (2011). α-Synuclein occurs physiologically

as a helically folded tetramer that resists aggregation. Nature 477, 107–110. doi:

10.1038/nature10324

Beilina, A., Rudenko, I. N., Kaganovich, A., Civiero, L., Chau, H., Kalia, S. K., et al.

(2014). Unbiased screen for interactors of leucine-rich repeat kinase 2 supports

a common pathway for sporadic and familial Parkinson disease. Proc. Natl.

Acad. Sci. U.S.A. 111, 2626–2631. doi: 10.1073/pnas.1318306111

Belal, C., Ameli, N. J., El Kommos, A., Bezalel, S., Al’Khafaji, A. M., Mughal,

M. R., et al. (2012). The homocysteine-inducible endoplasmic reticulum (ER)

stress protein Herp counteracts mutant α-synuclein-induced ER stress via the

homeostatic regulation of ER-resident calcium release channel proteins. Hum.

Mol. Genet. 21, 963–977. doi: 10.1093/hmg/ddr502

Bendor, J. T., Logan, T. P., and Edwards, R. H. (2013). The function of alpha-

synuclein. Neuron 79, 1044–1066. doi: 10.1016/j.neuron.2013.09.004

Ben Gedalya, T., Loeb, V., Israeli, E., Altschuler, Y., Selkoe, D. J., and Sharon,

R. (2009). Alpha-synuclein and polyunsaturated fatty acids promote clathrin-

mediated endocytosis and synaptic vesicle recycling. Traffic 10, 218–234. doi:

10.1111/j.1600-0854.2008.00853.x

Bexiga, M. G., and Simpson, J. C. (2013). Human diseases associated with form

and function of the Golgi complex. Int. J. Mol. Sci. 14, 18670–18681. doi:

10.3390/ijms140918670

Breda, C., Nugent, M. L., Estranero, J. G., Kyriacou, C. P., Outeiro, T. F., Steinert,

J. R., et al. (2015). Rab11 modulates alpha-synuclein-mediated defects in

synaptic transmission and behaviour. Hum. Mol. Genet. 24, 1077–1091. doi:

10.1093/hmg/ddu521

Burré, J., Sharma, M., and Südhof, T. C. (2014). alpha-Synuclein assembles

into higher-order multimers upon membrane binding to promote SNARE

complex formation. Proc. Natl. Acad. Sci. U.S.A. 111, E4274–E4283. doi:

10.1073/pnas.1416598111

Burré, J., Sharma, M., Tsetsenis, T., Buchman, V., Etherton, M. R., and Sudhof,

T. C. (2010). Alpha-synuclein promotes SNARE-complex assembly in vivo and

in vitro. Science 329, 1663–1667. doi: 10.1126/science.1195227

Cabin, D. E., Shimazu, K., Murphy, D., Cole, N. B., Gottschalk, W., McIlwain, K.

L., et al. (2002). Synaptic vesicle depletion correlates with attenuated synaptic

responses to prolonged repetitive stimulation in mice lacking alpha-synuclein.

J. Neurosci. 22, 8797–8807.

Chandra, S., Gallardo, G., Fernández-Chacón, R., Schlüter, O. M., and Südhof,

T. C. (2005). Alpha-synuclein cooperates with CSPalpha in preventing

neurodegeneration. Cell 123, 383–396. doi: 10.1016/j.cell.2005.09.028

Chen, R. H., Wislet-Gendebien, S., Samuel, F., Visanji, N. P., Zhang, G., Marsilio,

D., et al. (2013). alpha-Synuclein membrane association is regulated by the

Rab3a recycling machinery and presynaptic activity. J. Biol. Chem. 288,

7438–7449. doi: 10.1074/jbc.M112.439497

Cheng, F., Li, X., Li, Y., Wang, C., Wang, T., Liu, G., et al. (2011). alpha-Synuclein

promotes clathrin-mediated NMDA receptor endocytosis and attenuates

NMDA-induced dopaminergic cell death. J. Neurochem. 119, 815–825. doi:

10.1111/j.1471-4159.2011.07460.x

Chigurupati, S., Wei, Z., Belal, C., Vandermey, M., Kyriazis, G. A., Arumugam,

T. V., et al. (2009). The homocysteine-inducible endoplasmic reticulum

stress protein counteracts calcium store depletion and induction of

CCAAT enhancer-binding protein homologous protein in a neurotoxin

model of Parkinson disease. J. Biol. Chem. 284, 18323–18333. doi:

10.1074/jbc.M109.020891

Cho, H. J., Yu, J., Xie, C., Rudrabhatla, P., Chen, X., Wu, J., et al. (2014). Leucine-

rich repeat kinase 2 regulates Sec16A at ER exit sites to allow ER-Golgi export.

EMBO J. 33, 2314–2331. doi: 10.15252/embj.201487807

Choi, B. K., Choi, M. G., Kim, J. Y., Yang, Y., Lai, Y., Kweon, D. H.,

et al. (2013). Large alpha-synuclein oligomers inhibit neuronal SNARE-

mediated vesicle docking. Proc. Natl. Acad. Sci. U.S.A. 110, 4087–4092. doi:

10.1073/pnas.1218424110

Choi, B. K., Kim, J. Y., Cha, M. Y., Mook-Jung, I., Shin, Y. K., and Lee, N. K. (2015).

beta-Amyloid and alpha-synuclein cooperate to block SNARE-dependent

vesicle fusion. Biochemistry 54, 1831–1840. doi: 10.1021/acs.biochem.5b00087

Chua, C. E., and Tang, B. L. (2013). Linking membrane dynamics and trafficking to

autophagy and the unfolded protein response. J. Cell Physiol. 228, 1638–1640.

doi: 10.1002/jcp.24341

Colla, E., Coune, P., Liu, Y., Pletnikova, O., Troncoso, J. C., Iwatsubo,

T., et al. (2012a). Endoplasmic reticulum stress is important for the

manifestations of alpha-synucleinopathy in vivo. J. Neurosci. 32, 3306–3320.

doi: 10.1523/JNEUROSCI.5367-11.2012

Colla, E., Jensen, P. H., Pletnikova, O., Troncoso, J. C., Glabe, C., and Lee, M.

K. (2012b). Accumulation of toxic α-synuclein oligomer within endoplasmic

reticulum occurs in α-synucleinopathy in vivo. J. Neurosci. 32, 3301–3305. doi:

10.1523/JNEUROSCI.5368-11.2012

Cooper, A. A., Gitler, A. D., Cashikar, A., Haynes, C. M., Hill, K. J., Bhullar, B., et al.

(2006). Alpha-synuclein blocks ER-Golgi traffic and Rab1 rescues neuron loss

in Parkinson’s models. Science 313, 324–328. doi: 10.1126/science.1129462

Coune, P. G., Bensadoun, J. C., Aebischer, P., and Schneider, B. L. (2011). Rab1A

over-expression prevents Golgi apparatus fragmentation and partially corrects

motor deficits in an alpha-synuclein based rat model of Parkinson’s disease.

J. Parkinsons Dis. 1, 373–387. doi: 10.3233/JPD-2011-11058

Credle, J. J., Forcelli, P. A., Delannoy, M., Oaks, A. W., Permaul, E., Berry, D.

L., et al. (2015). alpha-Synuclein-mediated inhibition of ATF6 processing into

COPII vesicles disrupts UPR signaling in Parkinson’s disease. Neurobiol. Dis.

76, 112–125. doi: 10.1016/j.nbd.2015.02.005

Dalfó, E., Gomez-Isla, T., Rosa, J. L., Nieto Bodelón, M., Cuadrado Tejedor, M.,

Barrachina, M., et al. (2004). Abnormal alpha-synuclein interactions with Rab

proteins in alpha-synuclein A30P transgenic mice. J. Neuropathol. Exp. Neurol.

63, 302–313.

Deleersnijder, A., Gerard, M., Debyser, Z., and Baekelandt, V. (2013). The

remarkable conformational plasticity of alpha-synuclein: blessing or curse?

Trends Mol. Med. 19, 368–377. doi: 10.1016/j.molmed.2013.04.002

DeWitt, D. C., and Rhoades, E. (2013). alpha-Synuclein can inhibit SNARE-

mediated vesicle fusion through direct interactions with lipid bilayers.

Biochemistry 52, 2385–2387. doi: 10.1021/bi4002369

Diao, J., Burré, J., Vivona, S., Cipriano, D. J., Sharma, M., Kyoung, M., et al.

(2013). Native alpha-synuclein induces clustering of synaptic-vesicle mimics

via binding to phospholipids and synaptobrevin-2/VAMP2. Elife 2:e00592. doi:

10.7554/eLife.00592

Frontiers in Neuroscience | www.frontiersin.org 6 November 2015 | Volume 9 | Article 433

http://www.frontiersin.org/Neuroscience
http://www.frontiersin.org
http://www.frontiersin.org/Neuroscience/archive


Wang and Hay Alpha-synuclein Toxicity

Exner, N., Lutz, A. K., Haass, C., and Winklhofer, K. F. (2012).

Mitochondrial dysfunction in Parkinson’s disease: molecular mechanisms

and pathophysiological consequences. EMBO J. 31, 3038–3062. doi:

10.1038/emboj.2012.170

Fan, J., Hu, Z., Zeng, L., Lu, W., Tang, X., Zhang, J., et al. (2008). Golgi

apparatus and neurodegenerative diseases. Int. J. Dev. Neurosci. 26, 523–534.

doi: 10.1016/j.ijdevneu.2008.05.006

Flower, T. R., Clark-Dixon, C., Metoyer, C., Yang, H., Shi, R., Zhang, Z., et al.

(2007). YGR198w (YPP1) targets A30P alpha-synuclein to the vacuole for

degradation. J. Cell Biol. 177, 1091–1104. doi: 10.1083/jcb.200610071

Fortin, D. L., Troyer, M. D., Nakamura, K., Kubo, S., Anthony,M. D., and Edwards,

R. H. (2004). Lipid rafts mediate the synaptic localization of alpha-synuclein.

J. Neurosci. 24, 6715–6723. doi: 10.1523/JNEUROSCI.1594-04.2004

Fouillet, A., Levet, C., Virgone, A., Robin, M., Dourlen, P., Rieusset, J., et al.

(2012). ER stress inhibits neuronal death by promoting autophagy. Autophagy

8, 915–926. doi: 10.4161/auto.19716

Gitler, A. D., Bevis, B. J., Shorter, J., Strathearn, K. E., Hamamichi, S., Su, L.

J., et al. (2008). The Parkinson’s disease protein alpha-synuclein disrupts

cellular Rab homeostasis. Proc. Natl. Acad. Sci. U.S.A. 105, 145–150. doi:

10.1073/pnas.0710685105

Gonatas, N. K., Stieber, A., and Gonatas, J. O. (2006). Fragmentation of the Golgi

apparatus in neurodegenerative diseases and cell death. J. Neurol. Sci. 246,

21–30. doi: 10.1016/j.jns.2006.01.019

Gosavi, N., Lee, H. J., Lee, J. S., Patel, S., and Lee, S. J. (2002). Golgi fragmentation

occurs in the cells with prefibrillar alpha-synuclein aggregates and precedes

the formation of fibrillar inclusion. J. Biol. Chem. 277, 48984–48992. doi:

10.1074/jbc.M208194200

Greten-Harrison, B., Polydoro, M., Morimoto-Tomita, M., Diao, L., Williams, A.

M., Nie, E. H., et al. (2010). alphabetagamma-Synuclein triple knockout mice

reveal age-dependent neuronal dysfunction. Proc. Natl. Acad. Sci. U.S.A. 107,

19573–19578. doi: 10.1073/pnas.1005005107

Guerreiro, P. S., Huang, Y., Gysbers, A., Cheng, D., Gai, W. P., Outeiro, T. F., et al.

(2013). LRRK2 interactions with alpha-synuclein in Parkinson’s disease brains

and in cell models. J. Mol. Med. (Berl). 91, 513–522. doi: 10.1007/s00109-012-

0984-y

He, C., and Klionsky, D. J. (2009). Regulation mechanisms and signaling pathways

of autophagy. Ann. Rev. Genet. 43, 67–93. doi: 10.1146/annurev-genet-102808-

114910

Kahle, P. J., Neumann, M., Ozmen, L., Muller, V., Jacobsen, H., Schindzielorz,

A., et al. (2000). Subcellular localization of wild-type and Parkinson’s disease-

associated mutant alpha -synuclein in human and transgenic mouse brain.

J. Neurosci. 20, 6365–6373.

Khalaf, O., Fauvet, B., Oueslati, A., Dikiy, I., Mahul-Mellier, A.-L., Ruggeri,

F. S., et al. (2014). The H50Q mutation enhances α-synuclein aggregation,

secretion, and toxicity. J. Biol. Chem. 289, 21856–21876. doi: 10.1074/jbc.M114.

553297

Kingsbury, A. E., Bandopadhyay, R., Silveira-Moriyama, L., Ayling, H., Kallis,

C., Sterlacci, W., et al. (2010). Brain stem pathology in Parkinson’s disease:

an evaluation of the Braak staging model. Mov. Disord. 25, 2508–2515. doi:

10.1002/mds.23305

Kitao, Y., Imai, Y., Ozawa, K., Kataoka, A., Ikeda, T., Soda, M., et al. (2007).

Pael receptor induces death of dopaminergic neurons in the substantia nigra

via endoplasmic reticulum stress and dopamine toxicity, which is enhanced

under condition of parkin inactivation. Hum. Mol. Genet. 16, 50–60. doi:

10.1093/hmg/ddl439

Kroemer, G., Mariño, G., and Levine, B. (2010). Autophagy and the integrated

stress response.Mol. Cell. 40, 280–293. doi: 10.1016/j.molcel.2010.09.023

Kumari, U., and Tan, E. K. (2009). LRRK2 in Parkinson’s disease: genetic and

clinical studies from patients. FEBS J. 276, 6455–6463. doi: 10.1111/j.1742-

4658.2009.07344.x

Lai, Y., Kim, S., Varkey, J., Lou, X., Song, J. K., Diao, J., et al. (2014). Nonaggregated

alpha-synuclein influences SNARE-dependent vesicle docking via membrane

binding. Biochemistry 53, 3889–3896. doi: 10.1021/bi5002536

Lee, H. J., Cho, E. D., Lee, K. W., Kim, J. H., Cho, S. G., and Lee, S. J. (2013).

Autophagic failure promotes the exocytosis and intercellular transfer of alpha-

synuclein. Exp. Mol. Med. 45, e22. doi: 10.1038/emm.2013.45

Lee, H. J., Kang, S. J., Lee, K., and Im, H. (2011). Human alpha-synuclein

modulates vesicle trafficking through its interaction with prenylated Rab

acceptor protein 1. Biochem. Biophys. Res. Commun. 412, 526–531. doi:

10.1016/j.bbrc.2011.07.028

Lee, H. J., Khoshaghideh, F., Lee, S., and Lee, S. J. (2006). Impairment of

microtubule-dependent trafficking by overexpression of alpha-synuclein. Eur.

J. Neurosci. 24, 3153–3162. doi: 10.1111/j.1460-9568.2006.05210.x

Lee, H. J., Suk, J. E., Bae, E. J., Lee, J. H., Paik, S. R., and Lee, S. J. (2008). Assembly-

dependent endocytosis and clearance of extracellular alpha-synuclein. Int. J.

Biochem. Cell Biol. 40, 1835–1849. doi: 10.1016/j.biocel.2008.01.017

Lin, X., Parisiadou, L., Gu, X.-L., Wang, L., Shim, H., Sun, L., et al. (2009). Leucine-

rich repeat kinase 2 regulates the progression of neuropathology induced by

Parkinson’s-disease-related mutant alpha-synuclein. Neuron 64, 807–827. doi:

10.1016/j.neuron.2009.11.006

Lionaki, E., Markaki, M., Palikaras, K., and Tavernarakis, N. (2015). Mitochondria,

autophagy and age-associated neurodegenerative diseases: new insights into

a complex interplay. Biochim. Biophys. Acta 1847, 1412–1423. doi: 10.1016/j.

bbabio.2015.04.010

Liu, J., Zhang, J. P., Shi, M., Quinn, T., Bradner, J., Beyer, R., et al. (2009). Rab11a

and HSP90 regulate recycling of extracellular alpha-synuclein. J. Neurosci. 29,

1480–1485. doi: 10.1523/JNEUROSCI.6202-08.2009

Maroteaux, L., Campanelli, J. T., and Scheller, R. H. (1988). Synuclein: a neuron-

specific protein localized to the nucleus and presynaptic nerve terminal.

J. Neurosci. 8, 2804–2815.

Mercado, G., Valdés, P., and Hetz, C. (2013). An ERcentric view of Parkinson’s

disease. Trends Mol. Med. 19, 165–175. doi: 10.1016/j.molmed.2012.12.005

Mignogna, M. L., Giannandrea, M., Gurgone, A., Fanelli, F., Raimondi, F., Mapelli,

L., et al. (2015). The intellectual disability protein RAB39B selectively regulates

GluA2 trafficking to determine synaptic AMPAR composition. Nat. Commun.

6, 6504. doi: 10.1038/ncomms7504

Murphy, D. D., Rueter, S. M., Trojanowski, J. Q., and Lee, V. M. (2000). Synucleins

are developmentally expressed, and alpha-synuclein regulates the size of the

presynaptic vesicular pool in primary hippocampal neurons. J. Neurosci. 20,

3214–3220.

Nakagomi, S., Barsoum, M. J., Bossy-Wetzel, E., Sütterlin, C., Malhotra, V., and

Lipton, S. A. (2008). A Golgi fragmentation pathway in neurodegeneration.

Neurobiol. Dis. 29, 221–231. doi: 10.1016/j.nbd.2007.08.015

Nemani, V. M., Lu, W., Berge, V., Nakamura, K., Onoa, B., Lee, M. K., et al. (2010).

Increased expression of alpha-synuclein reduces neurotransmitter release by

inhibiting synaptic vesicle reclustering after endocytosis.Neuron 65, 66–79. doi:

10.1016/j.neuron.2009.12.023

Ninkina, N., Peters, O. M., Connor-Robson, N., Lytkina, O., Sharfeddin, E., and

Buchman, V. L. (2012). Contrasting effects of alpha-synuclein and gamma-

synuclein on the phenotype of cysteine string protein alpha (CSPalpha) null

mutant mice suggest distinct function of these proteins in neuronal synapses.

J. Biol. Chem. 287, 44471–44477. doi: 10.1074/jbc.M112.422402

Oaks, A. W., Marsh-Armstrong, N., Jones, J. M., Credle, J. J., and Sidhu, A. (2013).

Synucleins antagonize endoplasmic reticulum function to modulate dopamine

transporter trafficking. PLoS ONE 8:e70872. doi: 10.1371/journal.pone.0070872

Omura, T., Kaneko, M., Okuma, Y., Matsubara, K., and Nomura, Y. (2013).

Endoplasmic reticulum stress and Parkinson’s disease: the role of HRD1

in averting apoptosis in neurodegenerative disease. Oxid. Med. Cell Longev.

2013:239854. doi: 10.1155/2013/239854

Oueslati, A., Fournier, M., and Lashuel, H. A. (2010). Role of post-translational

modifications in modulating the structure, function and toxicity of alpha-

synuclein: implications for Parkinson’s disease pathogenesis and therapies.

Prog. Brain Res. 183, 115–145. doi: 10.1016/S0079-6123(10)83007-9

Paleologou, K. E., Oueslati, A., Shakked, G., Rospigliosi, C. C., Kim, H.

Y., Lamberto, G. R., et al. (2010). Phosphorylation at S87 is enhanced

in synucleinopathies, inhibits alpha-synuclein oligomerization, and

influences synuclein-membrane interactions. J. Neurosci. 30, 3184–3198.

doi: 10.1523/JNEUROSCI.5922-09.2010

Polymeropoulos, M. H., Lavedan, C., Leroy, E., Ide, S. E., Dehejia, A.,

Dutra, A., et al. (1997). Mutation in the alpha-synuclein gene identified

in families with Parkinson’s disease. Science 276, 2045–2047. doi:

10.1126/science.276.5321.2045

Pranke, I. M., Morello, V., Bigay, J., Gibson, K., Verbavatz, J.-M., Antonny, B.,

et al. (2011). α-Synuclein and ALPS motifs are membrane curvature sensors

whose contrasting chemistry mediates selective vesicle binding. J. Cell Biol. 194,

89–103. doi: 10.1083/jcb.201011118

Frontiers in Neuroscience | www.frontiersin.org 7 November 2015 | Volume 9 | Article 433

http://www.frontiersin.org/Neuroscience
http://www.frontiersin.org
http://www.frontiersin.org/Neuroscience/archive


Wang and Hay Alpha-synuclein Toxicity

Qing, H., Wong, W., McGeer, E. G., and McGeer, P. L. (2009). Lrrk2

phosphorylates alpha synuclein at serine 129: Parkinson disease implications.

Biochem. Biophys. Res. Commun. 387, 149–152. doi: 10.1016/j.bbrc.2009.06.142

Reiling, J. H., Olive, A. J., Sanyal, S., Carette, J. E., Brummelkamp, T. R., Ploegh, H.

L., et al. (2013). A CREB3-ARF4 signalling pathway mediates the response to

Golgi stress and susceptibility to pathogens. Nat. Cell Biol. 15, 1473–1485. doi:

10.1038/ncb2865

Rendón, W. O., Martinez-Alonso, E., Tomas, M., Martínez-Martínez, N., and

Martínez-Menárguez, J. A. (2013). Golgi fragmentation is Rab and SNARE

dependent in cellular models of Parkinson’s disease. Histochem. Cell Biol. 139,

671–684. doi: 10.1007/s00418-012-1059-4

Salganik, M., Sergeyev, V. G., Shinde, V., Meyers, C. A., Gorbatyuk, M. S., Lin,

J. H., et al. (2015). The loss of glucose-regulated protein 78 (GRP78) during

normal aging or from siRNA knockdown augments human alpha-synuclein

(alpha-syn) toxicity to rat nigral neurons. Neurobiol. Aging 36, 2213–2223. doi:

10.1016/j.neurobiolaging.2015.02.018

Schulze, A., Standera, S., Buerger, E., Kikkert, M., van Voorden, S., Wiertz, E.,

et al. (2005). The ubiquitin-domain protein HERP forms a complex with

components of the endoplasmic reticulum associated degradation pathway.

J. Mol. Biol. 354, 1021–1027. doi: 10.1016/j.jmb.2005.10.020

Slodzinski, H., Moran, L. B., Michael, G. J., Wang, B., Novoselov, S., Cheetham, M.

E., et al. (2009). Homocysteine-induced endoplasmic reticulum protein (herp)

is up-regulated in parkinsonian substantia nigra and present in the core of Lewy

bodies. Clin. Neuropathol. 28, 333–343. doi: 10.2379/NPX08162

Smith, W. W., Jiang, H., Pei, Z., Tanaka, Y., Morita, H., Sawa, A., et al.

(2005). Endoplasmic reticulum stress and mitochondrial cell death pathways

mediate A53T mutant alpha-synuclein-induced toxicity. Hum. Mol. Genet. 14,

3801–3811. doi: 10.1093/hmg/ddi396

Snead, D., and Eliezer, D. (2014). Alpha-synuclein function and

dysfunction on cellular membranes. Exp. Neurobiol. 23, 292–313. doi:

10.5607/en.2014.23.4.292

Soper, J. H., Kehm, V., Burd, C. G., Bankaitis, V. A., and Lee, V. M. (2011).

Aggregation of alpha-synuclein in S. cerevisiae is associated with defects in

endosomal trafficking and phospholipid biosynthesis. J. Mol. Neurosci. 43,

391–405. doi: 10.1007/s12031-010-9455-5

Soper, J. H., Roy, S., Stieber, A., Lee, E., Wilson, R. B., Trojanowski,

J. Q., et al. (2008). Alpha-synuclein-induced aggregation of cytoplasmic

vesicles in Saccharomyces cerevisiae. Mol. Biol. Cell. 19, 1093–1103. doi:

10.1091/mbc.E07-08-0827

Spooner, R. A., and Lord, J. M. (2012). How ricin and Shiga toxin reach the cytosol

of target cells: retrotranslocation from the endoplasmic reticulum. Curr. Top.

Microbiol. Immunol. 357, 19–40. doi: 10.1007/82_2011_154

Su, L. J., Auluck, P. K., Outeiro, T. F., Yeger-Lotem, E., Kritzer, J. A., Tardiff, D.

F., et al. (2010). Compounds from an unbiased chemical screen reverse both

ER-to-Golgi trafficking defects and mitochondrial dysfunction in Parkinson’s

disease models. Dis. Model. Mech. 3, 194–208. doi: 10.1242/dmm.004267

Sun, K.-H., de Pablo, Y., Vincent, F., Johnson, E. O., Chavers, A. K., and Shah,

K. (2008). Novel genetic tools reveal Cdk5’s major role in Golgi fragmentation

in Alzheimer’s disease. Mol. Biol. Cell. 19, 3052–3069. doi: 10.1091/mbc.E07-

11-1106

Tanik, S. A., Schultheiss, C. E., Volpicelli-Daley, L. A., Brunden, K. R.,

and Lee, V. M. (2013). Lewy body-like alpha-synuclein aggregates resist

degradation and impair macroautophagy. J. Biol. Chem. 288, 15194–15210. doi:

10.1074/jbc.M113.457408

Tardiff, D. F., Jui, N. T., Khurana, V., Tambe, M. A., Thompson, M. L.,

Chung, C. Y., et al. (2013). Yeast reveal a “druggable” Rsp5/Nedd4 network

that ameliorates α-synuclein toxicity in neurons. Science 342, 979–983. doi:

10.1126/science.1245321

Thayanidhi, N., Helm, J. R., Nycz, D. C., Bentley, M., Liang, Y., and Hay, J. C.

(2010). Alpha-synuclein delays endoplasmic reticulum (ER)-to-Golgi transport

in mammalian cells by antagonizing ER/Golgi SNAREs. Mol. Biol. Cell. 21,

1850–1863. doi: 10.1091/mbc.E09-09-0801

Thayer, D. A., Jan, Y. N., and Jan, L. Y. (2013). Increased neuronal activity

fragments the Golgi complex. Proc. Natl. Acad. Sci. U.S.A. 110, 1482–1487. doi:

10.1073/pnas.1220978110

Tsai, Y. C., Fishman, P. S., Thakor, N. V., and Oyler, G. A. (2003). Parkin

facilitates the elimination of expanded polyglutamine proteins and leads to

preservation of proteasome function. J. Biol. Chem. 278, 22044–22055. doi:

10.1074/jbc.M212235200

Valdés, P., Mercado, G., Vidal, R. L., Molina, C., Parsons, G., Court, F. A.,

et al. (2014). Control of dopaminergic neuron survival by the unfolded

protein response transcription factor XBP1. Proc. Natl. Acad. Sci. U.S.A. 111,

6804–6809. doi: 10.1073/pnas.1321845111

van Dijk, K. D., Persichetti, E., Chiasserini, D., Eusebi, P., Beccari, T., Calabresi,

P., et al. (2013). Changes in endolysosomal enzyme activities in cerebrospinal

fluid of patients with Parkinson’s disease. Mov. Disord. 28, 747–754. doi:

10.1002/mds.25495

Vargas, K. J., Makani, S., Davis, T., Westphal, C. H., Castillo, P. E., and

Chandra, S. S. (2014). Synucleins regulate the kinetics of synaptic vesicle

endocytosis. J. Neurosci. 34, 9364–9376. doi: 10.1523/JNEUROSCI.4787-

13.2014

Volpicelli-Daley, L. A., Gamble, K. L., Schultheiss, C. E., Riddle, D. M., West,

A. B., and Lee, V. M. (2014). Formation of alpha-synuclein Lewy neurite-like

aggregates in axons impedes the transport of distinct endosomes. Mol. Biol.

Cell. 25, 4010–4023. doi: 10.1091/mbc.E14-02-0741

Watson, P., Townley, A. K., Koka, P., Palmer, K. J., and Stephens, D. J. (2006).

Sec16 defines endoplasmic reticulum exit sites and is required for secretory

cargo export in mammalian cells. Traffic 7, 1678–1687. doi: 10.1111/j.1600-

0854.2006.00493.x

Wilson, G. R., Sim, J. C. H., McLean, C., Giannandrea, M., Galea, C. A., Riseley, J.

R., et al. (2014). Mutations in RAB39B cause X-linked intellectual disability and

early-onset Parkinson disease with α-synuclein pathology. Am. J. Hum. Genet.

95, 729–735. doi: 10.1016/j.ajhg.2014.10.015

Winslow, A. R., Chen, C. W., Corrochano, S., Acevedo-Arozena, A., Gordon,

D. E., Peden, A. A., et al. (2010). alpha-Synuclein impairs macroautophagy:

implications for Parkinson’s disease. J. Cell Biol. 190, 1023–1037. doi:

10.1083/jcb.201003122

Yin, G., Lopes da Fonseca, T., Eisbach, S. E., Anduaga, A. M., Breda, C., Orcellet,

M. L., et al. (2014). alpha-Synuclein interacts with the switch region of Rab8a in

a Ser129 phosphorylation-dependent manner.Neurobiol. Dis. 70, 149–161. doi:

10.1016/j.nbd.2014.06.018

Zarranz, J. J., Alegre, J., Gómez-Esteban, J. C., Lezcano, E., Ros, R., Ampuero, I.,

et al. (2004). The new mutation, E46K, of alpha-synuclein causes Parkinson

and Lewy body dementia. Ann. Neurol. 55, 164–173. doi: 10.1002/ana.

10795

Conflict of Interest Statement: The authors declare that the research was

conducted in the absence of any commercial or financial relationships that could

be construed as a potential conflict of interest.

Copyright © 2015Wang andHay. This is an open-access article distributed under the

terms of the Creative Commons Attribution License (CC BY). The use, distribution or

reproduction in other forums is permitted, provided the original author(s) or licensor

are credited and that the original publication in this journal is cited, in accordance

with accepted academic practice. No use, distribution or reproduction is permitted

which does not comply with these terms.

Frontiers in Neuroscience | www.frontiersin.org 8 November 2015 | Volume 9 | Article 433

http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://www.frontiersin.org/Neuroscience
http://www.frontiersin.org
http://www.frontiersin.org/Neuroscience/archive

	Alpha-synuclein Toxicity in the Early Secretory Pathway: How It Drives Neurodegeneration in Parkinsons Disease
	Introduction
	Physiological Functions
	Dysfunctions I: The Synapse
	Dysfunctions II: The ER-Golgi Axis
	Dysfunctions III: ER Stress
	Dysfunctions IV: Golgi Homeostasis
	The Endolysosomal System and Alpha-Synuclein Clearance
	Oxidative Stress
	Conclusion
	Acknowledgments
	References


