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Endoplasmic reticulum (ER) stress has been known to be involved in the pathogenesis of various diseases, particularly
neurodegenerative disorders such as Parkinson’s disease (PD). We previously identified the human ubiquitin ligase HRD1 that
is associated with protection against ER stress and its associated apoptosis. HRD1 promotes the ubiquitination and degradation
of Parkin-associated endothelin receptor-like receptor (Pael-R), an ER stress inducer and causative factor of familial PD, thereby
preventing Pael-R-induced neuronal cell death. Moreover, upregulation of HRD1 by the antiepileptic drug zonisamide suppresses
6-hydroxydopamine-induced neuronal cell death.We review recent progress in the studies on the mechanism of ER stress-induced
neuronal death related to PD, particularly focusing on the involvement of HRD1 in the prevention of neuronal death as well as a
potential therapeutic approach for PD based on the upregulation of HRD1.

1. Introduction

The endoplasmic reticulum (ER), an organelle found in the
cells of eukaryotes, plays a key role in protein synthesis,
glycosylation, and folding [1]. ER stress caused by glucose
starvation, hypoxia, disruption of calcium homeostasis, or
oxidative stress leads to the accumulation of unfolded ormis-
folded proteins. This induces cellular physiologic protective
responses termed as the unfolded protein response (UPR).
However, during prolonged ER stress, unfolded proteins
may stimulate specific proapoptotic pathways through the
activation of the transcription factor C/EBP homologous
protein (CHOP) and cysteine proteases caspase-4/12 [2–6].

The UPR includes the repression of protein synthesis via
phosphorylation of the 𝛼 subunit of the eukaryotic initiation
factor 2𝛼 (eIF2𝛼), which is promoted by the activation of

protein kinase RNA-like ER kinase (PERK) [7], and degrada-
tion of the unfolded proteins by ER-associated degradation
(ERAD) (Figure 1). An additional key UPR pathway is the
promotion of appropriate protein folding through induction
of ER chaperones via activation of the activating transcription
factor 6 (ATF6), PERK, and inositol-requiring enzyme-1
(IRE1) (Figure 1) [8]. ATF6 is cleaved by proteases under
ER stress, yielding an active cytosolic ATF6 fragment p50
that migrates to the nucleus and activates ER chaperones [9].
PERKdimerization and transautophosphorylation lead to the
phosphorylation of eIF2𝛼, reducing the overall frequency
of mRNA translation initiation. However, ATF4 mRNA is
preferentially translated in the presence of phosphorylated
eIF2𝛼. ATF4 activates the transcription of ER chaperones [10,
11]. Furthermore, autophosphorylation and oligomerization
of IRE1 activate IRE1 endoribonuclease, resulting in X-box
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Figure 1: Cellular responses to ER stress. ER stress due to hypoxia
and other factors results in the accumulation of unfolded proteins
that trigger the UPR. The UPR is composed of three pathways:
induction of ER chaperones by the activation of IRE1𝛼-XBP1,
ATF6, and PERK-eIF2𝛼, inhibition of protein synthesis by the
phosphorylation of PERK-eIF2𝛼, and ERAD.

binding protein 1 (XBP1) mRNA cleavage and splicing. The
transcription factor XBP1 regulates genes responsible for
ERAD, as well as genes associated with protein folding [12].

During ERAD, unfolded proteins are retrotranslocated to
the cytosol from the ER via the translocon; polyubiquitinated
by the ubiquitin-activating enzyme (E1), ubiquitin conjugat-
ing enzyme (E2), ubiquitin ligase E3, and other components;
and finally degraded by the 26S proteasome (Figure 2). The
RING finger domain of E3 plays a particularly important
role in the ubiquitination of unfolded proteins, mediating the
transfer of ubiquitin from E2 to substrates [13, 14].

ER stress has been proposed as a possible molecular
mechanism underlying the onset of diabetes mellitus [15–17],
rheumatoid arthritis [18, 19], and neurodegenerative diseases
such as Parkinson’s disease (PD) [20–23] and Alzheimer’s
disease (AD) [24]. This discovery of a link between ER stress
and disease onset indicates that unfolded proteins play a
role in the etiology of many of the most prevalent diseases.
It has been suggested that therapeutic drug targeting and
other interventions aimed at disrupting the ER stress cycle
in such diseases would provide a useful treatment strategy
[25–27].

Here we review recent evidence for the involvement of ER
stress in PD. Furthermore, we describe the suppressive roles
of the ubiquitin ligase HRD1 in ER stress-induced neuronal
death and propose a new approach for the treatment of PD
focusing on HRD1.

2. PD and ER Stress

PD is the most common movement disorder, particularly
in the elderly, and is the second most common neurode-
generative disease. It is characterized by motor symptoms
including bradykinesia, rigidity, resting tremor, and postural
instability. The pathological hallmark of PD is the loss of
dopaminergic neurons in the substantia nigra pars compacta
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Figure 2: Mechanism of the ERAD system. Unfolded proteins are
retrotranslocated from the ER to the cytosol through the translocon.
Substrates are then polyubiquitinated by E1, E2, E3, and other
components and are subsequently degraded by the 26S proteasome,
resulting in cell survival. HRD1 and SEL1L are components of the
ERAD system that colocalize in the ER and interact with one
another. HRD1 has E3 activity, and SEL1L regulates E3 activity and
HRD1 stability.

(SNC), resulting in a reduction of the dopamine content in
the striatum [28, 29].

Cases of PD are mostly sporadic, and it is estimated
that only approximately 5–10% of patients exhibit monogenic
forms of the disease [30]. The genes involved in autosomal
recessive PD are Parkin (PARK2), PTEN-induced putative
kinase 1 (PINK1; PARK6), DJ-1 (PARK7), and ATP13A2
(PARK9), whereas the genes involved in autosomal dominant
PD are 𝛼-synuclein (PARK1/4), leucine-rich repeat kinase 2
(LRRK2; PARK8), and ubiquitin carboxy-terminal hydrolase
L1 (UCHL-1; PARK5) [31]. In addition, a genome-wide
association study in individuals of Japanese and European
ancestries found that LRRK2 and 𝛼-synuclein are common
risk factors for sporadic PD [32, 33]. LRRK2 and 𝛼-synuclein
are substrates for ERAD-related E3, C-terminus of Hsp70-
interacting protein (CHIP), and Parkin, demonstrating that
disturbances in the ERAD system are relevant to the onset of
PD [34–37]. Based on these reports, it is presumed that ER
stress is a causative factor of PD.

Parkin is an E3 containing two RING finger motifs that
bind one or more ubiquitin molecules, thereby targeting the
substrate for proteasomal degradation [37]. Through its E3
activity, Parkin degrades its own substrate, the misfolded
Parkin-associated endothelin receptor-like receptor (Pael-R)
and, thus, suppresses cell death caused by the accumulation of
Pael-R [20].However, Parkinmutation results in the loss of E3
activity, which can cause the accumulation of unfolded Pael-
R and finally ER stress-induced cell death [34].Therefore, ER
stress that occurs as a result of the accumulation of unfolded
Pael-R is suggested to be one of the pathophysiological
mechanisms underlying autosomal recessive PD [38, 39].

Pael-R also accumulates in the core of Lewy bodies in
sporadic PD [40]. However, Parkin-deficient mice exhibit no
significant changes in either dopaminergic neurodegenera-
tion or in the accumulation of any Parkin substrates [41–
43]; this contrasts with the results of a study showing that
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Parkin knockout/Pael-R transgenic mice exhibit progressive
loss of dopaminergic neurons [44].These reports suggest that
other E3s are capable of degrading accumulated Pael-R in
the absence of Parkin, as a compensatory mechanism for the
maintenance of cellular homeostasis.

Two recent studies highlight the roles of PINK1 and
Parkin in PD. PINK1 and Parkin work together to regulate
mitochondrial fission [45, 46]. In particular, autophospho-
rylation of PINK1 reportedly recruits Parkin to damaged
mitochondria and Parkin then initiates the mitochondrial
degradation; however, these events are averted in PD by
mutations of PINK1 [47, 48].These key findings demonstrate
the importance of E3 Parkin in the onset of PD.

3. HRD1 and PD

We previously identified HRD1, a human homolog of yeast
Hrd1p/Der3p [49]. Hrd1p/Der3p is a RING finger domain-
containing E3 localized to the ER and is involved in ERAD
and ubiquitination of HMG-CoA reductase (Hmg2p) [50,
51]. We also identified the HRD1-stabilizer SEL1L, a human
homolog of Hrd3p [52, 53]. We demonstrated that HRD1 has
E3 activity, mRNA and protein levels of HRD1 are upregu-
lated in response to ER stress, and HRD1 inhibits ER stress-
induced cell death [53]. Furthermore, it has been reported
that HRD1-SEL1L complex components OS-9 and GRP94
are responsible for delivering substrate [54], indicating that
HRD1 ubiquitinates substrates cooperatively with SEL1L, OS-
9, and various other ERAD-related components; it is believed
that Derlin-1, XTP3-B, or other molecules may also play
similar delivery roles in the complex [54, 55], but detailed
functional analysis of such molecules remains unclear. Our
studies demonstrated that HRD1 expression is reduced by the
knockdown of SEL1L [49].

Based on the above-mentioned findings, it is presumed
that overexpressed HRD1 degrades many unfolded proteins,
resulting in the inhibition of cell death caused by ER stress.
Thus, we searched for endogenous HRD1 substrates related
to ER stress and focused on Pael-R, because of its importance
in causing ER stress [56].

Because human HRD1 has been reported to be expressed
in the brain by RT-PCR—ELISA studies [57], we exam-
ined the localization of HRD1 in the murine brain and
demonstrated that it is expressed in the SNC, particularly
in dopaminergic neurons [56]. It has been reported that
Pael-R is also expressed in SNC dopaminergic neurons [20].
Thus, we hypothesized and demonstrated that HRD1 and
Pael-R exist in correlation with one another; HRD1 and
Pael-R colocalize in the ER in dopaminergic SH-SY5Y cells,
and HRD1 interacts with unfolded Pael-R. Furthermore, we
demonstrated that Pael-R is ubiquitinated and degraded by
HRD1 and that Pael-R-induced cell death is suppressed by the
overexpression of HRD1 (Figure 3).

Moreover, we demonstrated that HRD1 is expressed in
neurons, but not in glial cells, of the murine brain, and that
this ligase is also expressed in the pyramidal cell layer of the
hippocampus, globus pallidus, striatum, and Purkinje cells
of the cerebellar cortex, in addition to the SNC dopamin-
ergic neurons. It has been reported that these regions are

injured in various neurodegenerative disorders, particularly
in motor dysfunctions such as PD, Huntington’s disease,
spinocerebellar ataxia, and prion diseases [28, 29, 58–60].
Therefore, it is plausible that HRD1 may be associated with
the onset of other motor dysfunctions.

A detailed functional analysis revealed that in addition
to the RING finger domain, HRD1 contains a proline-
rich domain involved in interaction with Pael-R, as well
as a transmembrane domain [56, 61]. The transmembrane
domain ofHRD1 transports Pael-R from the ER to the cytosol
and is also needed to stabilize HRD1 itself [61]. We previously
reported that SEL1L stabilizes HRD1 [49], and, more recently,
Fonseca et al. [62] reported Wolfram syndrome 1 protein as
another HRD1 stabilizer. Therefore, as HRD1 was not able
to interact with SEL1L or other components without the
transmembrane domain, we assume that HRD1 had lost its
stability.

4. Treatment Strategies for
PD Involving ER Stress

Based on the above-mentioned findings, we propose the
following therapeutic strategies for PD involving ER stress:
(i) the promotion of appropriate protein folding to avoid
ER stress or (ii) the upregulation of HRD1 or its related
components to promote the degradation of unfolded pro-
teins (Figure 4). With respect to (i), it has been reported
that chemical chaperones or molecular chaperone inducers
promote the appropriate folding of proteins [63–65]. We
similarly reported that the chemical chaperone 4-phenyl
butyrate (4-PBA) or its derivatives promote the correct
folding of unfolded Pael-R and suppress the cell death
caused by the accumulation of Pael-R [66, 67]. In addi-
tion, 4-PBA improves motor deterioration in human 𝛼-
synuclein A30P/A53T double-transgenic mice [68] and pre-
vents memory deficits and decreases amyloid 𝛽 in AD
transgenic mice [69]. Furthermore, the molecular chaperone
inducer Bip inducer X (BIX) prevents ER stress-induced
neuronal death [63]. Based on these reports, the acceleration
of appropriate protein folding using chemical chaperones
or BIX is considered to be useful for the treatment of
PD and other neurodegenerative disorders caused by ER
stress.

Regarding treatment strategy (ii), we have been trying
to identify chemicals that promote the expression of HRD1
proteins; through this research, we identified the antiepileptic
drug zonisamide as an upregulator ofHRD1 [70]. Zonisamide
has recently been shown to improve the cardinal symptoms of
PD and is approved in Japan for use as a low-dose adjunctive
therapy for PD patients [71, 72]. However, the molecu-
lar mechanisms through which zonisamide suppresses the
progression of PD remain unclear. We have demonstrated
that a low concentration of zonisamide suppresses neuronal
cell death caused by 6-hydroxydopamine-induced ER stress
[70]. Zonisamide upregulates the HRD1 protein, without
upregulating HRD1 mRNA, through a mechanism involving
SEL1L. It upregulates expression of SEL1LmRNAand protein,
resulting in the stabilization of HRD1 protein and followed
by an increase in the HRD1 protein level. In contrast,
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Figure 3: HRD1 degrades unfolded Pael-R and suppresses Pael-R-induced cell death. (a) Neuro2a cells were transiently transfected with
Pael-R and HRD1, or HRD1-mutant. At 36 h after transfection, cells were pulse-labeled with [35S]-methionine/cysteine and chased for the
indicated times.The levels of [35S]-labeled Pael-R are plotted relative to the amount present at time 0. (b) HEK293 cells (control) andHEK293
cells expressing HRD1 or HRD1-mutant were transiently transfected with Pael-R. The surviving cells were stained with crystal violet. The
percentage of cell death was calculated as follows: 100 – ((optical density for assay/optical density for control well) × 100).The results obtained
from each cell transfected with Pael-R were compared with those obtained from cells transfected with control vector.The results are expressed
as the means ± S.D. of three independent experiments performed in duplicate. Statistical analysis was performed using Student’s t-test (∗𝑃 <
0.01 versus normal) [56].
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Figure 4: Therapeutic strategies for PD involving ER stress. (i) Addition of chemical chaperones (e.g., 4-PBA and tauroursodeoxycholic
acid) or molecular inducers of ER chaperones (e.g., BIX); these molecules promote the appropriate folding of proteins and suppress the
accumulation of unfolded proteins and ER stress-induced cell death, resulting in the prevention of neurodegeneration in PD, and (ii) the
upregulation of ubiquitin ligase HRD1, its stabilizer SEL1L, or other ERAD components; HRD1 and its components promote the degradation
of unfolded proteins and suppress ER stress-induced cell death, resulting in the prevention of neurodegeneration in PD.

knockdown of SEL1L downregulates HRD1 and suppresses
the protective effect of zonisamide against ER stress. These
findings indicate that zonisamide may activate SEL1L to act
as an HRD1 stabilizer, and the resulting upregulated HRD1
proteins repress 6-hydroxydopamine-induced cell death [70].

5. Conclusions

We reviewed the involvement of ER stress in the etiology
of PD, the critical role of HRD1 as a ubiquitin ligase in
ERAD, and a therapeutic strategy against PD based onHRD1.
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PD has recently been reported to be a multifactorial neu-
rodegenerative disease; therefore, it is important to approach
its treatment from different angles, including environmental
factors, oxidative stress, and mitochondrial dysfunction, in
addition to ER stress [73–75]. We also described impor-
tant findings demonstrating the involvement of HRD1 in
the degradation of the amyloid precursor protein and the
subsequent reduction of amyloid 𝛽, a possible factor in the
pathogenesis of AD [24].

Based on these findings, we propose that HRD1 has
a variety of substrates underlying protein conformational
diseases, including PD and AD, and speculate that the
molecules that activate HRD1may have therapeutic potential
for the treatment of neurodegenerative disorders. If ER stress
is indeed one of the causes of neurodegenerative diseases, it
is possible that this approach represents a common neuro-
protective strategy that can be exploited for the treatment of
neurodegenerative disorders in general.
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[17] U. Özcan, E. Yilmaz L, Özcan et al., “Chemical chaperones
reduce ER stress and restore glucose homeostasis in a mouse
model of type 2 diabetes,” Science, vol. 313, pp. 1137–1140, 2006.

[18] T. Amano, S. Yamasaki, N. Yagishita et al., “Synoviolin/Hrd1, an
E3 ubiquitin ligase, as a novel pathogenic factor for arthropa-
thy,”Genes andDevelopment, vol. 17, no. 19, pp. 2436–2449, 2003.

[19] B. Gao, S. M. Lee, A. Chen et al., “Synoviolin promotes IRE1
ubiquitination and degradation in synovial fibroblasts from
mice with collagen-induced arthritis,” EMBOReports, vol. 9, no.
5, pp. 480–485, 2008.

[20] Y. Imai, M. Soda, H. Inoue, N. Hattori, Y. Mizuno, and R.
Takahashi, “An unfolded putative transmembrane polypeptide,
which can lead to endoplasmic reticulum stress, is a substrate
of Parkin,” Cell, vol. 105, no. 7, pp. 891–902, 2001.

[21] H. Shimura,M.G. Schlossmacher,N.Hattori et al., “Ubiquitina-
tion of a new form of 𝛼-synuclein by parkin from human brain:
implications for Parkinson’s disease,” Science, vol. 293, no. 5528,
pp. 263–269, 2001.

[22] W. A. Holtz and K. L. O’Malley, “Parkinsonianmimetics induce
aspects of unfolded protein response in death of dopaminergic
neurons,” Journal of Biological Chemistry, vol. 278, no. 21, pp.
19367–19377, 2003.

[23] J. J. M. Hoozemans, E. S. van Haastert, P. Eikelenboom et al.,
“Activation of the unfolded protein response in Parkinson’s dis-
ease,” Biochemistry and Biophysical Research Communications,
vol. 354, pp. 707–711, 2007.

[24] M. Kaneko, H. Koike, R. Saito, Y. Kitamura, Y. Okuma, and Y.
Nomura, “Loss of HRD1-mediated protein degradation causes
amyloid precursor protein accumulation and amyloid-𝛽 gener-
ation,” Journal of Neuroscience, vol. 30, no. 11, pp. 3924–3932,
2010.

[25] M. McLaughlin and K. Vandenbroeck, “The endoplasmic retic-
ulum protein folding factory and its chaperones: new targets for
drug discovery?” British Journal of Pharmacology, vol. 162, no.
2, pp. 328–345, 2011.



6 Oxidative Medicine and Cellular Longevity

[26] W. Chadwick, N. Mitchell, B. Martin, and S. Maudsley, “Ther-
apeutic targeting of the endoplasmic reticulum in Alzheimer’s
disease,” Current Alzheimer Research, vol. 9, no. 1, pp. 110–119,
2012.

[27] M. G. Jeschke and D. Boehning, “Endoplasmic reticulum
stress and insulin resistance post-trauma: similarities to type 2
diabetes,” Journal of Cellular andMolecularMedicine, vol. 16, no.
3, pp. 437–444, 2012.

[28] J. J. Gilbert, S. J. Kish, L. J. Chang et al., “Dementia, parkin-
sonism, and motor neuron disease: neurochemical and neu-
ropathological correlates,” Annals of Neurology, vol. 24, no. 5,
pp. 688–691, 1988.

[29] P. Damier, E. C. Hirsch, Y. Agid, and A. M. Graybiel, “The
substantia nigra of the human brain: II. Patterns of loss of
dopamine-containing neurons in Parkinson’s disease,” Brain,
vol. 122, no. 8, pp. 1437–1448, 1999.

[30] S. Lesage and A. Brice, “Parkinson’s disease: from monogenic
forms to genetic susceptibility factors,” Human Molecular
Genetics, vol. 18, no. 1, pp. R48–R59, 2009.

[31] C. Wider, T. Foroud, and Z. K. Wszolek, “Clinical implications
of gene discovery in Parkinson’s disease and parkinsonism,”
Movement Disorders, vol. 25, no. 1, pp. S15–S20, 2010.

[32] W. Satake, Y. Nakabayashi, I. Mizuta et al., “Genome-wide
association study identifies common variants at four loci as
genetic risk factors for Parkinson’s disease,”Nature Genetics, vol.
41, no. 12, pp. 1303–1307, 2009.

[33] J. Simon-Sanchez, C. Schulte, J. M. Bras et al., “Genome-wide
association study reveals genetic risk underlying Parkinson’s
disease,” Nature Genetics, vol. 41, no. 12, pp. 1308–1312, 2009.

[34] Y. Imai,M. Soda, andR. Takahashi, “Parkin suppresses unfolded
protein stress-induced cell death through its E3 ubiquitin-
protein ligase activity,” Journal of Biological Chemistry, vol. 275,
no. 46, pp. 35661–35664, 2000.

[35] X. Ding and M. S. Goldberg, “Regulation of LRRK2 stability by
the E3 ubiquitin ligase CHIP,” PLoS ONE, vol. 4, no. 6, Article
ID e5949, 2009.

[36] H. S. Ko, R. Bailey, W. W. Smith et al., “CHIP regulates leucine-
rich repeat kinase-2 ubiquitination, degradation, and toxicity,”
Proceedings of the National Academy of Sciences of the United
States of America, vol. 106, no. 8, pp. 2897–2902, 2009.

[37] H. Shimura, N. Hattori, S. I. Kubo et al., “Familial Parkinson
disease gene product, parkin, is a ubiquitin-protein ligase,”
Nature Genetics, vol. 25, no. 3, pp. 302–305, 2000.

[38] T. Kitada, S. Asakawa, N. Hattori et al., “Mutations in the parkin
gene cause autosomal recessive juvenile parkinsonism,”Nature,
vol. 392, no. 6676, pp. 605–608, 1998.

[39] Y. Mizuno, N. Hattori, and H. Matsumine, “Neurochemical
and neurogenetic correlates of Parkinson’s disease,” Journal of
Neurochemistry, vol. 71, no. 3, pp. 893–902, 1998.

[40] T. Murakami, M. Shoji, Y. Imai et al., “Pael-R is accumulated in
Lewy bodies of Parkinson’s disease,” Annals of Neurology, vol.
55, no. 3, pp. 439–442, 2004.

[41] M. S. Goldberg, S. M. Fleming, J. J. Palacino et al., “Parkin-
deficient mice exhibit nigrostriatal deficits but not loss of
dopaminergic neurons,” Journal of Biological Chemistry, vol.
278, no. 44, pp. 43628–43635, 2003.

[42] J. M. Itier, P. Ibanez, M. A. Mena et al., “Parkin gene inactiva-
tion alters behaviour and dopamine neurotransmission in the
mouse,” Human Molecular Genetics, vol. 12, no. 18, pp. 2277–
2291, 2003.

[43] F. A. Perez and R. D. Palmiter, “Parkin-deficient mice are not
a robust model of parkinsonism,” Proceedings of the National
Academy of Sciences of the United States of America, vol. 102, no.
6, pp. 2174–2179, 2005.

[44] H. Q. Wang, Y. Imai, H. Inoue et al., “Pael-R transgenic mice
crossed with parkin deficient mice displayed progressive and
selective catecholaminergic neuronal loss,” Journal of Neuro-
chemistry, vol. 107, no. 1, pp. 171–185, 2008.

[45] H. Deng, M. W. Dodson, H. Huang, and M. Guo, “The Parkin-
son’s disease genes pink1 and parkin promote mitochondrial
fission and/or inhibit fusion in Drosophila,” Proceedings of the
National Academy of Sciences of the United States of America,
vol. 105, no. 38, pp. 14503–14508, 2008.

[46] A. C. Poole, R. E. Thomas, L. A. Andrews, H. M. McBride, A. J.
Whitworth, and L. J. Pallanck, “The PINK1/Parkin pathway reg-
ulates mitochondrial morphology,” Proceedings of the National
Academy of Sciences of the United States of America, vol. 105, no.
5, pp. 1638–1643, 2008.

[47] N. Matsuda, S. Sato, K. Shiba et al., “PINK1 stabilized by
mitochondrial depolarization recruits Parkin to damagedmito-
chondria and activates latent Parkin for mitophagy,” Journal of
Cell Biology, vol. 189, no. 2, pp. 211–221, 2010.

[48] K.Okatsu, T.Oka,M. Iguchi et al., “PINK1 autophosphorylation
upon membrane potential dissipation is essential for Parkin
recruitment to damaged mitochondria,” Nature Communica-
tions, vol. 3, Article ID 1016, 2012.

[49] M. Kaneko, M. Ishiguro, Y. Niinuma, M. Uesugi, and Y.
Nomura, “Human HRD1 protects against ER stress-induced
apoptosis through ER-associated degradation,” FEBS Letters,
vol. 532, no. 1-2, pp. 147–152, 2002.

[50] V. Denic, E. M. Quan, and J. S. Weissman, “A luminal surveil-
lance complex that selects misfolded glycoproteins for ER-
associated degradation,” Cell, vol. 126, no. 2, pp. 349–359, 2006.

[51] P. Carvalho, A. M. Stanley, and T. A. Rapoport, “Retrotranslo-
cation of amisfolded luminal ER protein by the ubiquitin-ligase
hrd1p,” Cell, vol. 143, no. 4, pp. 579–591, 2010.

[52] P. M. Deak and D. H. Wolf, “Membrane topology and function
of Der3/Hrd1p as a ubiquitin-protein ligase (E3) involved
in endoplasmic reticulum degradation,” Journal of Biological
Chemistry, vol. 276, no. 14, pp. 10663–10669, 2001.

[53] M. Kaneko and Y. Nomura, “ER signaling in unfolded protein
response,” Life Sciences, vol. 74, no. 2-3, pp. 199–205, 2003.

[54] J. C. Christianson, T. A. Shaler, R. E. Tyler, and R. R.
Kopito, “OS-9 and GRP94 deliver mutant 𝛼1-antitrypsin to the
Hrd1?SEL1L ubiquitin ligase complex for ERAD,” Nature Cell
Biology, vol. 10, no. 3, pp. 272–282, 2008.

[55] Y. Ye, Y. Shibata, M. Kikkert, S. Van Voorden, E. Wiertz, and
T. A. Rapoport, “Recruitment of the p97 ATPase and ubiquitin
ligases to the site of retrotranslocation at the endoplasmic
reticulum membrane,” Proceedings of the National Academy of
Sciences of the United States of America, vol. 102, no. 40, pp.
14132–14138, 2005.

[56] T. Omura, M. Kaneko, Y. Okuma et al., “A ubiquitin ligase
HRD1 promotes the degradation of Pael receptor, a substrate of
Parkin,” Journal of Neurochemistry, vol. 99, no. 6, pp. 1456–1469,
2006.

[57] T. Nagase, M. Nakayama, D. Nakajima, R. Kikuno, and O.
Ohara, “Prediction of the coding sequences of unidentified
human genes. XX. The complete sequences of 100 new cDNA
clones from brain which code for large proteins in vitro,” DNA
Research, vol. 8, no. 2, pp. 85–95, 2001.



Oxidative Medicine and Cellular Longevity 7

[58] U. Unterberger, T. Voigtländer, and H. Budka, “Pathogenesis of
prion diseases,”ActaNeuropathologica, vol. 109, no. 1, pp. 32–48,
2005.

[59] A. Reiner, R. L. Albin, K. D. Anderson, C. J. D’Amato, J. B.
Penney, and A. B. Young, “Differential loss of striatal projection
neurons in Huntington disease,” Proceedings of the National
Academy of Sciences of the United States of America, vol. 85, no.
15, pp. 5733–5737, 1988.

[60] J. van Gaalen, P. Giunti, and B. P. van de Warrenburg, “Move-
ment disorders in spinocerebellar ataxias,”Movement Disorders,
vol. 26, no. 5, pp. 792–800, 2011.

[61] T. Omura, M. Kaneko, M. Onoguchi et al., “Novel functions of
ubiquitin ligase HRD1 with transmembrane and proline-rich
domains,” Journal of Pharmacological Sciences, vol. 106, no. 3,
pp. 512–519, 2008.

[62] S. G. Fonseca, S. Ishigaki, C. M. Oslowski et al., “Wolfram
syndrome 1 gene negatively regulates ER stress signaling in
rodent and human cells,” Journal of Clinical Investigation, vol.
120, no. 3, pp. 744–755, 2010.

[63] T. Kudo, S. Kanemoto, H. Hara et al., “A molecular chaperone
inducer protects neurons from ER stress,” Cell Death and
Differentiation, vol. 15, no. 2, pp. 364–375, 2008.

[64] F. Engin and G. S. Hotamisligil, “Restoring endoplasmic retic-
ulum function by chemical chaperones: an emerging thera-
peutic approach for metabolic diseases,” Diabetes, Obesity and
Metabolism, vol. 12, supplement 2, pp. 108–115, 2010.

[65] R. S. Rajan, K. Tsumoto, M. Tokunaga, H. Tokunaga, Y.
Kita, and T. Arakawa, “Chemical and pharmacological chap-
erones—application for recombinant protein production and
protein folding diseases,” Current Medicinal Chemistry, vol. 18,
no. 1, pp. 1–15, 2011.

[66] K. Kubota, Y. Niinuma, M. Kaneko et al., “Suppressive effects
of 4-phenylbutyrate on the aggregation of Pael receptors and
endoplasmic reticulum stress,” Journal of Neurochemistry, vol.
97, no. 5, pp. 1259–1268, 2006.

[67] S. Mimori, Y. Okuma, M. Kaneko et al., “Protective effects of
4-phenylbutyrate derivatives on the neuronal cell death and
endoplasmic reticulum stress,” Biological and Pharmaceutical
Bulletin, vol. 35, no. 1, pp. 84–90, 2012.

[68] K. Ono, M. Ikemoto, T. Kawarabayashi et al., “A chemical chap-
erone, sodium 4-phenylbutyric acid, attenuates the pathogenic
potency in human 𝛼-synuclein A30P + A53T transgenic mice,”
Parkinsonism and Related Disorders, vol. 15, no. 9, pp. 649–654,
2009.

[69] A. Ricobaraza, M. Cuadrado-Tejedor, and A. Garcia-Osta,
“Long-term phenylbutyrate administration prevents memory
deficits in Tg2576 mice by decreasing Abeta,” Frontiers in
Bioscience (Elite Edition), vol. 3, pp. 1375–1384, 2011.

[70] T. Omura, M. Asari, J. Yamamoto et al., “HRD1 levels increased
by zonisamide prevented cell death and caspase-3 activation
caused by endoplasmic reticulum stress in SH-SY5Y cells,”
Journal of Molecular Neuroscience, vol. 46, no. 3, pp. 527–535,
2012.

[71] M. Murata, E. Horiuchi, and I. Kanazawa, “Zonisamide has
beneficial effects on Parkinson’s disease patients,” Neuroscience
Research, vol. 41, no. 4, pp. 397–399, 2001.

[72] M. Murata, K. Hasegawa, and I. Kanazawa, “Zonisamide
improves motor function in Parkinson disease: a randomized,
double-blind study,” Neurology, vol. 68, no. 1, pp. 45–50, 2007.

[73] J. W. Langston, “The Parkinson’s complex: Parkinsonism is just
the tip of the Iceberg,” Annals of Neurology, vol. 59, no. 4, pp.
591–596, 2006.

[74] A. Federico, E. Cardaioli, P. Da Pozzo et al., “Mitochondria,
oxidative stress and neurodegeneration,” Journal of the Neuro-
logical Sciences, vol. 322, no. 1-2, pp. 254–262, 2012.

[75] R. D. Abbott, G. W. Ross, L. R. White et al., “Environmental,
life-style, and physical precursors of clinical Parkinson’s disease:
recent findings from theHonolulu-Asia Aging Study,” Journal of
Neurology, Supplement, vol. 250, no. 3, pp. 30–39, 2003.


