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Introduction

Proteasome general review

The proteasome is a multi-subunit proteolytic complex 
that helps maintain cellular homeostasis through the selective 
removal of damaged proteins and the degradation of proteins that 
regulate pathways critical for cell survival. The 20S proteasome, 
which is the catalytic core, is composed of four stacked rings of 
seven subunits each (Figure 1). The two outer rings contain the 
constitutively-expressed α subunits. The inner two rings contain 
the β subunits. Three of the β subunits (β1, β2, β5) contain the 
catalytic sites that perform distinct proteolytic activities referred 

to as caspase-, trypsin-, and chymotrypsin-like, respectively [1-3]
(Table 1). The catalytic subunits β1, β2, and β5 that form the 
standard proteasome can be replaced in nascent proteasomes 
by the subunits LMP2 (β1i), MECL-1 (β2i), and LMP7 (β5i) [4-
6]. These subunits form the core of the immunoproteasome 
(i-proteasome). The catalytic core can also contain a mixture of 
both the standard and i-proteasome catalytic subunits [7,8] and 
is referred to as the intermediate-type 20S. A thymus-specific β5 
subunit (β5t) has been discovered recently that further increases 
the complexity of proteasome’s composition [9]. 

Analysis of the three core subtypes has shown that they differ 
substantially in their enzymatic activity and cleavage of model 
protein substrates [7,8], suggesting cell proteasome content could 
have an impact on cell function. Additionally, all three 20S core 
subtypes can co-associate with the regulatory complexes PA28 
and PA700 to form either symmetric (26S, immunoproteasome) 
or asymmetric (hybrid) mega-complexes. Distinct functions 
have been attributed to each proteasome subtype. For example, 
the ATP-independent degradation of proteins by the 20S core 
proteasome has been suggested as the primary mechanism 
for degrading oxidized proteins following an oxidative insult 
[10,11]. The 26S proteasome requires ATP for activation and is 
responsible for the degradation of many ubiquitinated [12], and 
some non-ubiquitinated proteins [13]. One well-described role 
for i-proteasome is in the generation of immunogenic peptides for 
antigen presentation by MHC class I molecules on the cell surface. 
The chymotrypsin-like activity of the LMP2 subunit (Table 1) 
facilitates production of peptides for antigen presentation, which 
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Abstract

The 26S proteasome is a proteolytic complex that degrades damaged and 
misfolded proteins in cells. Not only is the proteasome essential for maintaining protein 
homeostasis and cell survival, but it also plays pivotal roles in regulating cell cycle, 
signal transduction, and gene expression. There is more evidence indicating that the 
immunoproteasome (i-proteasome), a subtype of proteasome previously known for 
its role in antigen presentation in immune cells, participates in the stress and injury 
response in cells. Human patients with genetic mutations in the i-proteasome subunits 
display phenotypes of chronic inflammation, lipid metabolism defect, diabetes and 
certain autoimmune diseases. Recent studies from our group and others further revealed 
that the i-proteasome is required for the stress response, wound healing, differentiation 
and apoptosis in various ocular tissues. This article aims to provide an overview of our 
current knowledge of the i-proteasome in the eye and its link to visual function. 

Figure 1 Proteasome subtypes. 20S associates with PA700 and PA28 to form 
the 26S proteasome, hybrid proteasome and immunoproteasome (i-proteasome 
subunits, red circles).
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requires hydrophobic amino acids at the C-terminal position. In 
addition to its role in immune surveillance, recent publications 
from our lab and others suggest i-proteasome’s involvement in 
additional roles, such as regulation of cell signaling [14,15] and 
protection from stress-induced injury [16,17]. This review will 
focus on recent novel information regarding i-proteasome’s 
emerging role in ocular tissue. 

Immuoproteasome in human diseases

While up-regulation of i-proteasome was previously reported 
in CNS diseases, such as Alzheimer’s and Huntington’s diseases 
[18,19], a direct link between i-proteasome and human diseases 
has been established only recently (shown in Table 2) [20-25]. 
Missense and nonsense mutations in the LMP7 subunit, resulting 
in a truncated or non-functional protein, have been identified 
in various diseases characterized by auto-inflammation, muscle 
dystrophy and/or lipodystrophy phenotypes [21-25]. Patients 

with single nucleotide polymorphisms (SNPs) in i-proteasome 
subunits (LMP7 and LMP2) bear higher risks for diabetes and 
ankylosing spondylitis [24,25]. (To date, no phenotypes related to 
the eye have been reported in patients with these known genetic 
modifications in i-proteasome). Notably, the disease phenotypes 
in these patients are closely replicated in the KO mice. As the 
list for i-proteasome-related human diseases continues to grow, 
a greater understanding of the extent to which i-proteasome 
contributes to key cell process will become evident. 

Non-Immune functions of the immunoproteasome 

A growing body of literature suggests neither the expression 
nor the function of i-proteasome is restricted to immune cells or 
tissues. For example, i-proteasome expression has been reported 
under steady-state conditions in multiple non-immune tissues, 
such as skeletal muscle [27], fibroblasts [28], human embryonic 
stem cells [29] neurons of the retina and brain, and epithelial 
cells of the retina [17,27] and cornea [30]. Specific non-immune 
functions attributed to immunoproteasome include regulation of 
the (1) stress response, potentially via NFkB or PTEN signaling 
[14,15], (2) cell cycle [31,32], (3) lipid metabolism and adipocyte 
differentiation [22], and (4) proteolysis of oxidized and misfolded 
proteins [28,33]. 

Knock-out (KO) mice with either one (LMP2; LMP7; MECL) or 
two (LMP7 and MECL) i-proteasome subunits genetically ablated 
were originally developed by immunologists to determine 
the role of specific subunits in immune function and antigenic 
peptide generation [34-36]. Recent studies characterizing the 
distinct phenotypes for these KO mice have provided important 
insights into i-proteasome’s alternative functions that are 
unrelated to antigen presentation. While all i-proteasome-
deficient mice exhibit increased levels of oxidized proteins, mice 
lacking the LMP7 subunit exhibit an increased preponderance 
for autoimmune disorders, chronic inflammation, and diabetes 
[24,37]. Mice devoid of LMP2 subunit exhibit cardiomyopathy and 
increased uterine tumor development [15,32,33]. As discussed 
below, these KO mice have been invaluable in furthering our 
understanding of i-proteasome’s role in the immune privileged 
ocular tissues. 

Immunoproteasome and retina
The harsh environment of the retina under normal conditions 

(bright light, high content of oxidizable lipids, high oxygen, 
outer segment regeneration) requires extraordinary efforts 
to maintain cellular homeostasis. As outlined in the previous 
section, significant experimental evidence supports a role 
for i-proteasome in maintaining cellular homeostasis and in 
responding to stress. The presence of i-proteasome in the retina 
was first reported in rat retina [38] and later confirmed in murine 
and human retina [17,39] under basal conditions. Immunostaining 
with anti-LMP7 antibody of retinal sections from mice showed 
LMP7 was present in the photoreceptor cell inner segment, the 
inner/outer plexiform layers and retinal pigment epithelium 
(RPE) [17]. These results imply that i-proteasome plays a role in 
normal neuronal functions of the retina. In support of this idea, 
mice singly- or doubly-deficient in the LMP7 or LMP7/MECL1 
subunits (L7M1) exhibited a compromised response in both 
light- and dark-adapted electroretinography (ERG) indicative of 

Proteasome
Subunit  Gene

Accession #
(Mouse)

Enzymatic Activity

 β1 PSMB6 Q60692  Caspase-like

β2 PSMB7 P70195  Trypsin-like

β5 PSMB5 O55234  Chymotrypsin-like

 β1i/LMP2 PSMB9 P28076  Chymotrypsin-like

β2i/MECL1 PSMB10 O35955  Trypsin-like

 β5i/LMP7 PSMB8 P28063  Chymotrypsin-like

 β5t PSMB11  Q8BG41  Chymotrypsin-like

Table 1: Proteasome catalytic subunits.

1: Joint contractures, muscle atrophy, Microcytic anemia, Panniculitis-induced 
lipodystrophy syndrome.
2: Chronic Atypical Neutrophilic Dermatosis with Lipodystrophy and Elevated 
temperature Syndrome.
3: Japanese Autoinflammatory Syndrome with Lipodystrophy.

Disease Mutation Protein defect/ Disease 
characterization

JMP1 LMP7, Thr75Met (224C 
 T) [20]

Disruption tertiary structure; 
decreased CTL activity, 
hypertriglycerides, low 
HDL, muscle dystrophy, 
hypergammaglobulinemia, joint 
contractures, and elevated liver 
enzymes.

CANDLE syndrome2 LMP7, Cys135X (405C 
 A) [26]
 

Truncation of protein, loss 
of function; Fever, skin rash, 
progressive lipodystrophy,
delayed development.

Nakajo-Nishimura 
syndrome

LMP7, Gly201Val 
(602G  T)  [22]

Disruption of β-sheet, LMP7 
not incorporated into mature 
20S; Inflammatory & wasting 
disease, periodic fever, skin rash, 
lipomuscular dystrophy, joint 
contractures.

 JASL3 LMP7, Gly197Val  [23]

Increased proteasome assembly 
intermediates and decreased 
i-proteasome, p38 activation, 
increased ubiquitination; 
Disturbed adipocyte maturation, 
autoinflammation.

Type I Diabetes LMP7, SNPs [24] SNP rs3763365 and rs9276810.

Others
LMP2, codon 60 
polymorphism 
(Arg60His) [25]

Higher risk for ankylosing 
spondylitis. 

Table 2: Linkage of human diseases with i-proteasome genetic mutations.
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defects in the transduction of secondary neurons, particularly 
the bipolar cells [40]. The impact of i-proteasome deficiency on 
the synaptic junction morphology and/or the expression profile 
of visual transduction proteins in these KO mice await further 
investigation to clarify i-proteasome’s role in visual function. 

I-proteasome is also upregulated with retinal stress and 
injury. In the retina, increased i-proteasome content was reported 
in human donor retina with AMD [39], in aged mice [16], and in 
response to injury induced by cytotoxic T-Lymphocytes [17]. 
In cultured RPE, conditions that increase i-proteasome content 
includes exposure to cytokines IFNγ and TNFα [41] or chronic 
oxidative stress. In support of i-proteasome’s protective role, 
RPE cells deficient in LMP7 and MECL1 were more susceptible to 
oxidative stress induced by exposure to peroxide [16]. 

It has been proposed that immunoproteasome has an 
enhanced ability to process oxidized proteins more effectively 
[29,33], and thus i-proteasome deficient cells cannot effectively 
combat the oxidative milieu. Another possible explanation for the 
observed higher mortality in i-proteasome-deficient cells may be 
due to dysregulated signaling associated with the stress response. 
Signaling via NFkB is the main pathway for responding to stress 
and injury and culminates in the upregulation of molecules that 
increases cell survival. Our recent study demonstrated that 
i-proteasome-deficiency affected the alternative pathway but not 
the canonical pathway in NFκB signaling in RPE cell cultures from 
KO mice. Furthermore, knocking out individual i-proteasome 
subunit seemed to have differential effects on the NFκB-
responsive genes [14]. Thus, it is possible that i-proteasome 
response to stress and injury involves regulation of cell signaling 
that is critical for cell survival, including the NFkB pathway. 

Immunoproteasome and the cornea
The cornea is under constant insult from the environment 

(i. e. , UV light, exposure to pathogens) and mechanical stress. 
To maintain corneal avascularity and transparency, efficient 
coping strategies that maintain cellular homeostasis are needed. 
The i-proteasome may be actively involved in this process since 
abundant expression of i-proteasome in the corneal epithelium 
was detected in corneal superficial and suprabasal layers [30]. 
Consistent with the distribution of i-proteasomes, high levels of 
oxidized proteins were observed in the superficial and suprabasal 
layers of the mouse cornea [42]. As immunoproteasome has been 
postulated to more effectively degrade oxidized proteins, the 
elevated content of immmunoproteasome in these corneal layers 
may be a compensatory response to the increased demands to 
degrade oxidized proteins. 

Recent data from our lab supports an essential role for 
immunoproteasome in the corneal response to stress and 
injuries. Significant cell death and higher caspase-3 activity 
of corneal explant cultures from L7M1 double knockout mice 
was noted compared to WT [30]. In vivo data from L7M1 KO 
mice also showed higher apoptosis in the corneal epithelium. 
Additionally, corneal injury induced by mechanical debridement 
revealed defective wound healing in the i-proteasome-deficient 
cornea. The L7M1 KO mice had significantly delayed epithelial 
regrowth accompanied by corneal edema, disrupted tight 
junctions and altered cytokine production (IL-1α and IL-6). 

Of note, the abnormally high IL-6 level measured in L7M1 KO 
mice was also observed in the blood and cells of human patients 
with defects in the LMP7 subunits [23,30]. In mouse cornea, the 
aberrant production of IL-6 may be responsible for the observed 
slower epithelial regrowth and re-establishment of the epithelial 
barrier function post-injury. These negative consequences may 
be caused by dysregulated NFκB or hyperactive p38 signaling, 
which was also a mechanistic explanation suggested in human 
patients [22,43]. 

Immunoproteasome and Lens
Wagner and colleagues were the first to report that 

i-proteasome is expressed in vivo at low levels under basal 
conditions in lens epithelial cells [44]. They also showed that 
expression of i-proteasome subunits in a lens epithelial cell line, 
αTN4-1, could be induced by IFN-γ, a potent inflammatory cytokine 
[44]. The induction of i-proteasome by IFNγ was demonstrated 
in vivo in transgenic mice where constitutive production of IFNγ 
in the lens was accomplished using an αA-crystallin promoter to 
drive IFNγ expression. In these mice, the high endogenous IFNγ 
increased i-proteasome subunit expression in the lens epithelial 
cells two orders of magnitude higher than WT mice. These 
observations implicate the upregulation of i-proteasome as a 
cytoprotective mechanism to cope with the interferon-induced 
oxidative stress, as suggest by a recent study in LMP2-deficient 
fibroblasts [28]. 

The constitutive production of lens IFNγ also disrupted lens 
differentiation and caused increased cataract formation [44]. 
Investigations in the murine lens epithelial cell line, αTN4-1, 
showed that incubation with IFNγ at levels required to induce 
i-proteasome expression caused apoptosis in ~20% of the cells 
and that proteasome inhibition reversed this effect [45]. Taken 
together, these studies suggest a potential functional role for 
i-proteasome in apoptosis [45] or the differentiation [43] of lens 
cells. 

Summary
The expression of i-proteasome under basal conditions in 

the retina, lens, and cornea suggests a key role in maintaining 
cellular homeostasis. I-proteasome upregulation in response to 
challenges that induce stress and injury implies i-proteasome 
is also an essential component of the stress response. Recent 
evidence from human patients with mutations in i-proteasome 
genes and i-proteasome KO mice are providing insight into 
i-proteasome’s ever-expanding role in cellular function that goes 
beyond simply generating antigenic peptides. More research is 
needed to clearly define the function of different proteasome 
subtypes and determine the therapeutic potential of inhibitors 
that target the functionally relevant subtype. This more refined 
approach would reduce the toxicity of proteasome inhibitors, 
which has been a major problem with broad-spectrum inhibitors 
currently used in cancer therapy. 

Acknowledgements
The research activities of the authors have been supported in part by: 

Minnesota Medical Foundation, Minnesota Lions Club, National Institutes 
of Health (EY013623 and AG032391 to DAF, EY019552 to CY and a Core 
Grant for Vision Research, P30-EY11374), and an unrestricted grant 



Central

Yuan et al. (2013)
Email: yuanx019@umn.edu

JSM Ophthalmol 1: 1001 (2013) 4/5

to the Department of Ophthalmology and Visual Neurosciences at the 
University of Minnesota from Research to Prevent Blindness, Inc. , New 
York, NY. 

References
1.	 Craiu A, Gaczynska M, Akopian T, Gramm CF, Fenteany G, Goldberg 

AL, et al. Lactacystin and clasto-lactacystin beta-lactone modify 
multiple proteasome beta subunits and inhibit intracellular protein 
degradation and major histocompatibility complex class I antigen 
presentation. J Biol Chem. 1997; 272: 13437-13445. 

2.	 Rock KL, Gramm C, Rothstein L, Clark K, Stein R, Dick L, et al. Inhibitors 
of the proteasome block the degradation of most cell proteins and the 
generation of peptides presented on MHC class I molecules. Cell. 1994; 
78: 761-771.

3.	 Lee DH, Goldberg AL. Selective inhibitors of the proteasome-dependent 
and vacuolar pathways of protein degradation in Saccharomyces 
cerevisiae. J Biol Chem. 1996; 271: 27280-27284.

4.	 Hallermalm K, Seki K, Wei C, Castelli C, Rivoltini L, Kiessling R, et al. 
Tumor necrosis factor alpha induces coordinated changes in major 
histocompatibility class I presentation pathway, resulting in increased 
stability of class I complexes at the cell surface. Blood. 2001; 98: 1108-
1115. 

5.	 Kloetzel PM, Soza A, Stohwasser R. The role of the proteasome system 
and the proteasome activator PA28 complex in the cellular immune 
response. Biol Chem. 1999; 380: 293-297.

6.	 Nelson JE, Altschuller-Felberg C, Loukissa A, Cardozo C. Proteasome 
from cytokine-treated human cells shows stimulated BrAAP activity 
and depressed PGPH activity. Biochem Cell Biol. 2000; 78: 115-118.

7.	 Dahlmann B, Ruppert T, Kuehn L, Merforth S, Kloetzel PM. Different 
proteasome subtypes in a single tissue exhibit different enzymatic 
properties. J Mol Biol. 2000; 303: 643-653.

8.	 Klare N, Seeger M, Janek K, Jungblut PR, Dahlmann B. Intermediate-
type 20 S proteasomes in HeLa cells: “asymmetric” subunit 
composition, diversity and adaptation. J Mol Biol. 2007; 373: 1-10.

9.	 Murata S, Sasaki K, Kishimoto T, Niwa S, Hayashi H, Takahama Y, 
et al. Regulation of CD8+ T cell development by thymus-specific 
proteasomes. Science. 2007; 316: 1349-1353.

10.	Avies KJ. Degradation of oxidized proteins by the 20S proteasome. 
Biochimie. 2001; 83: 301-310.

11.	Reinheckel T, Sitte N, Ullrich O, Kuckelkorn U, Davies KJ, Grune T. 
Comparative resistance of the 20S and 26S proteasome to oxidative 
stress. Biochem J. 1998; 335 : 637-642.

12.	Ochstrasser M. Ubiquitin-dependent protein degradation. Annu Rev 
Genet. 1996; 30: 405-439.

13.	Kisselev AF, Akopian TN, Woo KM, Goldberg AL. The sizes of peptides 
generated from protein by mammalian 26 and 20 S proteasomes. 
Implications for understanding the degradative mechanism and 
antigen presentation. J Biol Chem. 1999; 274: 3363-3371.

14.	Maldonado M, Kapphahn RJ, Terluk MR, Heuss ND, Yuan C, Gregerson 
DS, et al. Immunoproteasome deficiency modifies the alternative 
pathway of NFÎºB signaling. PLoS One. 2013; 8: e56187.

15.	Zu L, Bedja D, Fox-Talbot K, Gabrielson KL, Van Kaer L, Becker LC, et 
al. Evidence for a role of immunoproteasomes in regulating cardiac 
muscle mass in diabetic mice. J Mol Cell Cardiol. 2010; 49: 5-15.

16.	Hussong SA, Kapphahn RJ, Phillips SL, Maldonado M, Ferrington DA. 
Immunoproteasome deficiency alters retinal proteasome’s response 
to stress. J Neurochem. 2010; 113: 1481-1490.

17.	Ferrington DA, Hussong SA, Roehrich H, Kapphahn RJ, Kavanaugh SM, 

Heuss ND, et al. Immunoproteasome responds to injury in the retina 
and brain. J Neurochem. 2008; 106: 158-169.

18.	Mishto M, Santoro A, Bellavista E, Bonafé M, Monti D, Franceschi C. 
Immunoproteasomes and immunosenescence. Ageing Res Rev. 2003; 
2: 419-432.

19.	Díaz-Hernández M, Hernández F, Martín-Aparicio E, Gómez-
Ramos P, Morán MA, Castaño JG, et al. Neuronal induction of the 
immunoproteasome in Huntington’s disease. J Neurosci. 2003; 23: 
11653-11661.

20.	Agarwal AK, Xing C, DeMartino GN, Mizrachi D, Hernandez MD, Sousa 
AB, et al. PSMB8 encoding the Î²5i proteasome subunit is mutated 
in joint contractures, muscle atrophy, microcytic anemia, and 
panniculitis-induced lipodystrophy syndrome. Am J Hum Genet. 2010; 
87: 866-872.

21.	Liu Y, Ramot Y, Torrelo A, Paller AS, Si N, Babay S, et al. Mutations 
in proteasome subunit Î² type 8 cause chronic atypical neutrophilic 
dermatosis with lipodystrophy and elevated temperature with 
evidence of genetic and phenotypic heterogeneity. Arthritis Rheum. 
2012; 64: 895-907.

22.	Arima K, Kinoshita A, Mishima H, Kanazawa N, Kaneko T, Mizushima 
T, et al. Proteasome assembly defect due to a proteasome subunit 
beta type 8 (PSMB8) mutation causes the autoinflammatory disorder, 
Nakajo-Nishimura syndrome. Proc Natl Acad Sci U S A. 2011; 108: 
14914-14919.

23.	Kitamura A, Maekawa Y, Uehara H, Izumi K, Kawachi I, Nishizawa M, 
et al. A mutation in the immunoproteasome subunit PSMB8 causes 
autoinflammation and lipodystrophy in humans. J Clin Invest. 2011; 
121: 4150-4160.

24.	Zaiss DM, Bekker CP, Gröne A, Lie BA, Sijts AJ. Proteasome 
immunosubunits protect against the development of CD8 T cell-
mediated autoimmune diseases. J Immunol. 2011; 187: 2302-2309.

25.	Haroon N, Maksymowych WP, Rahman P, Tsui FW, O’Shea FD, Inman 
RD. Radiographic severity of ankylosing spondylitis is associated with 
polymorphism of the large multifunctional peptidase 2 gene in the 
Spondyloarthritis Research Consortium of Canada cohort. Arthritis 
Rheum. 2012; 64: 1119-1126.

26.	Liu Y, Ramot Y, Torrelo A, Paller AS, Si N, Babay S, et al. Mutations 
in proteasome subunit Î² type 8 cause chronic atypical neutrophilic 
dermatosis with lipodystrophy and elevated temperature with 
evidence of genetic and phenotypic heterogeneity. Arthritis Rheum. 
2012; 64: 895-907.

27.	Ferrington DA, Husom AD, Thompson LV. Altered proteasome 
structure, function, and oxidation in aged muscle. FASEB J. 2005; 19: 
644-646.

28.	Seifert U, Bialy LP, Ebstein F, Bech-Otschir D, Voigt A, Schröter F, et al. 
Immunoproteasomes preserve protein homeostasis upon interferon-
induced oxidative stress. Cell. 2010; 142: 613-624.

29.	Atkinson SP, Collin J, Irina N, Anyfantis G, Kyung BK, Lako M, et al. 
A putative role for the immunoproteasome in the maintenance of 
pluripotency in human embryonic stem cells. Stem Cells. 2012; 30: 
1373-1384.

30.	Ferrington DA, Roehrich H, Chang AA, Huang CW, Maldonado 
M, Bratten W, et al. Corneal wound healing is compromised by 
immunoproteasome deficiency. PLoS One. 2013; 8: e54347.

31.	Hayashi T, Faustman D. A role for NF-kappaB and the proteasome in 
autoimmunity. Arch Immunol Ther Exp (Warsz). 2000; 48: 353-365.

32.	Hayashi T, Faustman D. NOD mice are defective in proteasome 
production and activation of NF-kappaB. Mol Cell Biol. 1999; 19: 
8646-8659.

http://www.ncbi.nlm.nih.gov/pubmed/9148969
http://www.ncbi.nlm.nih.gov/pubmed/9148969
http://www.ncbi.nlm.nih.gov/pubmed/9148969
http://www.ncbi.nlm.nih.gov/pubmed/9148969
http://www.ncbi.nlm.nih.gov/pubmed/9148969
http://www.ncbi.nlm.nih.gov/pubmed/8087844
http://www.ncbi.nlm.nih.gov/pubmed/8087844
http://www.ncbi.nlm.nih.gov/pubmed/8087844
http://www.ncbi.nlm.nih.gov/pubmed/8087844
http://www.ncbi.nlm.nih.gov/pubmed/8910302
http://www.ncbi.nlm.nih.gov/pubmed/8910302
http://www.ncbi.nlm.nih.gov/pubmed/8910302
http://www.ncbi.nlm.nih.gov/pubmed/11493458
http://www.ncbi.nlm.nih.gov/pubmed/11493458
http://www.ncbi.nlm.nih.gov/pubmed/11493458
http://www.ncbi.nlm.nih.gov/pubmed/11493458
http://www.ncbi.nlm.nih.gov/pubmed/11493458
http://www.ncbi.nlm.nih.gov/pubmed/10223331
http://www.ncbi.nlm.nih.gov/pubmed/10223331
http://www.ncbi.nlm.nih.gov/pubmed/10223331
http://www.ncbi.nlm.nih.gov/pubmed/10874472
http://www.ncbi.nlm.nih.gov/pubmed/10874472
http://www.ncbi.nlm.nih.gov/pubmed/10874472
http://www.ncbi.nlm.nih.gov/pubmed/11061965
http://www.ncbi.nlm.nih.gov/pubmed/11061965
http://www.ncbi.nlm.nih.gov/pubmed/11061965
http://www.ncbi.nlm.nih.gov/pubmed/17804016
http://www.ncbi.nlm.nih.gov/pubmed/17804016
http://www.ncbi.nlm.nih.gov/pubmed/17804016
http://www.ncbi.nlm.nih.gov/pubmed/17540904
http://www.ncbi.nlm.nih.gov/pubmed/17540904
http://www.ncbi.nlm.nih.gov/pubmed/17540904
http://www.ncbi.nlm.nih.gov/pubmed/11295490
http://www.ncbi.nlm.nih.gov/pubmed/11295490
http://www.ncbi.nlm.nih.gov/pubmed/9794805
http://www.ncbi.nlm.nih.gov/pubmed/9794805
http://www.ncbi.nlm.nih.gov/pubmed/9794805
http://www.ncbi.nlm.nih.gov/pubmed/8982460
http://www.ncbi.nlm.nih.gov/pubmed/8982460
http://www.ncbi.nlm.nih.gov/pubmed/9920878
http://www.ncbi.nlm.nih.gov/pubmed/9920878
http://www.ncbi.nlm.nih.gov/pubmed/9920878
http://www.ncbi.nlm.nih.gov/pubmed/9920878
http://www.ncbi.nlm.nih.gov/pubmed/23457524
http://www.ncbi.nlm.nih.gov/pubmed/23457524
http://www.ncbi.nlm.nih.gov/pubmed/23457524
http://www.ncbi.nlm.nih.gov/pubmed/20153750
http://www.ncbi.nlm.nih.gov/pubmed/20153750
http://www.ncbi.nlm.nih.gov/pubmed/20153750
http://www.ncbi.nlm.nih.gov/pubmed/20345760
http://www.ncbi.nlm.nih.gov/pubmed/20345760
http://www.ncbi.nlm.nih.gov/pubmed/20345760
http://www.ncbi.nlm.nih.gov/pubmed/18346202
http://www.ncbi.nlm.nih.gov/pubmed/18346202
http://www.ncbi.nlm.nih.gov/pubmed/18346202
http://www.ncbi.nlm.nih.gov/pubmed/14522244
http://www.ncbi.nlm.nih.gov/pubmed/14522244
http://www.ncbi.nlm.nih.gov/pubmed/14522244
http://www.ncbi.nlm.nih.gov/pubmed/14684867
http://www.ncbi.nlm.nih.gov/pubmed/14684867
http://www.ncbi.nlm.nih.gov/pubmed/14684867
http://www.ncbi.nlm.nih.gov/pubmed/14684867
http://www.ncbi.nlm.nih.gov/pubmed/21129723
http://www.ncbi.nlm.nih.gov/pubmed/21129723
http://www.ncbi.nlm.nih.gov/pubmed/21129723
http://www.ncbi.nlm.nih.gov/pubmed/21129723
http://www.ncbi.nlm.nih.gov/pubmed/21129723
http://www.ncbi.nlm.nih.gov/pubmed/21953331
http://www.ncbi.nlm.nih.gov/pubmed/21953331
http://www.ncbi.nlm.nih.gov/pubmed/21953331
http://www.ncbi.nlm.nih.gov/pubmed/21953331
http://www.ncbi.nlm.nih.gov/pubmed/21953331
http://www.ncbi.nlm.nih.gov/pubmed/21852578
http://www.ncbi.nlm.nih.gov/pubmed/21852578
http://www.ncbi.nlm.nih.gov/pubmed/21852578
http://www.ncbi.nlm.nih.gov/pubmed/21852578
http://www.ncbi.nlm.nih.gov/pubmed/21852578
http://www.ncbi.nlm.nih.gov/pubmed/21881205
http://www.ncbi.nlm.nih.gov/pubmed/21881205
http://www.ncbi.nlm.nih.gov/pubmed/21881205
http://www.ncbi.nlm.nih.gov/pubmed/21881205
http://www.ncbi.nlm.nih.gov/pubmed/21804012
http://www.ncbi.nlm.nih.gov/pubmed/21804012
http://www.ncbi.nlm.nih.gov/pubmed/21804012
http://www.ncbi.nlm.nih.gov/pubmed/22034108
http://www.ncbi.nlm.nih.gov/pubmed/22034108
http://www.ncbi.nlm.nih.gov/pubmed/22034108
http://www.ncbi.nlm.nih.gov/pubmed/22034108
http://www.ncbi.nlm.nih.gov/pubmed/22034108
http://www.ncbi.nlm.nih.gov/pubmed/21953331
http://www.ncbi.nlm.nih.gov/pubmed/21953331
http://www.ncbi.nlm.nih.gov/pubmed/21953331
http://www.ncbi.nlm.nih.gov/pubmed/21953331
http://www.ncbi.nlm.nih.gov/pubmed/21953331
http://www.ncbi.nlm.nih.gov/pubmed/15677694
http://www.ncbi.nlm.nih.gov/pubmed/15677694
http://www.ncbi.nlm.nih.gov/pubmed/15677694
http://www.ncbi.nlm.nih.gov/pubmed/20723761
http://www.ncbi.nlm.nih.gov/pubmed/20723761
http://www.ncbi.nlm.nih.gov/pubmed/20723761
http://www.ncbi.nlm.nih.gov/pubmed/22532526
http://www.ncbi.nlm.nih.gov/pubmed/22532526
http://www.ncbi.nlm.nih.gov/pubmed/22532526
http://www.ncbi.nlm.nih.gov/pubmed/22532526
http://www.ncbi.nlm.nih.gov/pubmed/23365662
http://www.ncbi.nlm.nih.gov/pubmed/23365662
http://www.ncbi.nlm.nih.gov/pubmed/23365662
http://www.ncbi.nlm.nih.gov/pubmed/11140462
http://www.ncbi.nlm.nih.gov/pubmed/11140462
http://www.ncbi.nlm.nih.gov/pubmed/10567588
http://www.ncbi.nlm.nih.gov/pubmed/10567588
http://www.ncbi.nlm.nih.gov/pubmed/10567588


Central

Yuan et al. (2013)
Email: yuanx019@umn.edu

JSM Ophthalmol 1: 1001 (2013) 5/5

Yuan C, Twite M, Ferrington DA (2013) The Emerging Role of Immunoproteasome in Vision. JSM Ophthalmol 1: 1001.

Cite this article

33.	Pickering AM, Davies KJ. Differential roles of proteasome and 
immunoproteasome regulators Pa28Î±Î², Pa28Î³ and Pa200 in the 
degradation of oxidized proteins. Arch Biochem Biophys. 2012; 523: 
181-190.

34.	Van Kaer L, Ashton-Rickardt PG, Eichelberger M, Gaczynska M, 
Nagashima K, Rock KL, et al. Altered peptidase and viral-specific T cell 
response in LMP2 mutant mice. Immunity. 1994; 1: 533-541.

35.	Fehling HJ, Swat W, Laplace C, Kühn R, Rajewsky K, Müller U, et al. 
MHC class I expression in mice lacking the proteasome subunit LMP-7. 
Science. 1994; 265: 1234-1237.

36.	Basler M, Moebius J, Elenich L, Groettrup M, Monaco JJ. An altered T 
cell repertoire in MECL-1-deficient mice. J Immunol. 2006; 176: 6665-
6672.

37.	Kalim KW, Basler M, Kirk CJ, Groettrup M. Immunoproteasome 
subunit LMP7 deficiency and inhibition suppresses Th1 and Th17 
but enhances regulatory T cell differentiation. J Immunol. 2012; 189: 
4182-4193.

38.	Louie JL, Kapphahn RJ, Ferrington DA. Proteasome function and 
protein oxidation in the aged retina. 2002; Exp Eye Res.75: 271-284. 

39.	Ethen CM, Hussong SA, Reilly C, Feng X, Olsen TW, Ferrington 
DA. Transformation of the proteasome with age-related macular 

degeneration. FEBS Lett. 2007; 581: 885-890.

40.	Hussong SA, Roehrich H, Kapphahn RJ, Maldonado M, Pardue MT, 
Ferrington DA. A novel role for the immunoproteasome in retinal 
function. Invest Ophthalmol Vis Sci. 2011; 52: 714-723.

41.	Gregerson DS, Lew KL, McPherson SW, Heuss ND, Ferrington DA. RPE 
cells resist bystander killing by CTLs, but are highly susceptible to 
antigen-dependent CTL killing. Invest Ophthalmol Vis Sci. 2006; 47: 
5385-5394.

42.	Ou J, Walczysko P, Kucerova R, Rajnicek AM, McCaig CD, Zhao M, et 
al. Chronic wound state exacerbated by oxidative stress in Pax6+/- 
aniridia-related keratopathy. J Pathol. 2008; 215: 421-430.

43.	Anazawa N. Nakajo-Nishimura syndrome: an autoinflammatory 
disorder showing pernio-like rashes and progressive partial 
lipodystrophy. Allergol Int. 2012; 61: 197-206.

44.	Singh S, Awasthi N, Egwuagu CE, Wagner BJ. Immunoproteasome 
expression in a nonimmune tissue, the ocular lens. Arch Biochem 
Biophys. 2002; 405: 147-153.

45.	Awasthi N, Wagner BJ. Interferon-gamma induces apoptosis of lens 
alphaTN4-1 cells and proteasome inhibition has an antiapoptotic 
effect. Invest Ophthalmol Vis Sci. 2004; 45: 222-229.

http://www.ncbi.nlm.nih.gov/pubmed/22564544
http://www.ncbi.nlm.nih.gov/pubmed/22564544
http://www.ncbi.nlm.nih.gov/pubmed/22564544
http://www.ncbi.nlm.nih.gov/pubmed/22564544
http://www.ncbi.nlm.nih.gov/pubmed/7600282
http://www.ncbi.nlm.nih.gov/pubmed/7600282
http://www.ncbi.nlm.nih.gov/pubmed/7600282
http://www.ncbi.nlm.nih.gov/pubmed/8066463
http://www.ncbi.nlm.nih.gov/pubmed/8066463
http://www.ncbi.nlm.nih.gov/pubmed/8066463
http://www.ncbi.nlm.nih.gov/pubmed/16709825
http://www.ncbi.nlm.nih.gov/pubmed/16709825
http://www.ncbi.nlm.nih.gov/pubmed/16709825
http://www.ncbi.nlm.nih.gov/pubmed/22984077
http://www.ncbi.nlm.nih.gov/pubmed/22984077
http://www.ncbi.nlm.nih.gov/pubmed/22984077
http://www.ncbi.nlm.nih.gov/pubmed/22984077
http://www.ncbi.nlm.nih.gov/pubmed/12384090
http://www.ncbi.nlm.nih.gov/pubmed/12384090
http://www.ncbi.nlm.nih.gov/pubmed/17289037
http://www.ncbi.nlm.nih.gov/pubmed/17289037
http://www.ncbi.nlm.nih.gov/pubmed/17289037
http://www.ncbi.nlm.nih.gov/pubmed/20881299
http://www.ncbi.nlm.nih.gov/pubmed/20881299
http://www.ncbi.nlm.nih.gov/pubmed/20881299
http://www.ncbi.nlm.nih.gov/pubmed/17122128
http://www.ncbi.nlm.nih.gov/pubmed/17122128
http://www.ncbi.nlm.nih.gov/pubmed/17122128
http://www.ncbi.nlm.nih.gov/pubmed/17122128
http://www.ncbi.nlm.nih.gov/pubmed/18491289
http://www.ncbi.nlm.nih.gov/pubmed/18491289
http://www.ncbi.nlm.nih.gov/pubmed/18491289
http://www.ncbi.nlm.nih.gov/pubmed/22441638
http://www.ncbi.nlm.nih.gov/pubmed/22441638
http://www.ncbi.nlm.nih.gov/pubmed/22441638
http://www.ncbi.nlm.nih.gov/pubmed/12220526
http://www.ncbi.nlm.nih.gov/pubmed/12220526
http://www.ncbi.nlm.nih.gov/pubmed/12220526
http://www.ncbi.nlm.nih.gov/pubmed/14691177
http://www.ncbi.nlm.nih.gov/pubmed/14691177
http://www.ncbi.nlm.nih.gov/pubmed/14691177

	The Emerging Role of Immunoproteasome in Vision 
	Corresponding author
	Abstract
	Keywords 
	Introduction 
	Proteasome general review 
	Immuoproteasome in human diseases 
	Non-Immune functions of the immunoproteasome  

	Immunoproteasome and retina 
	Immunoproteasome and the cornea 
	Immunoproteasome and Lens 
	Summary
	Acknowledgements 
	References
	Figure 1
	Table 1
	Table 2

