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Classic View of the Regular and Immune Versions of 
the Proteasome 

suggests that it functions primarily with the immunoproteasome, but 
its role is elusive. On the one hand, the 11S activator opens the gate to 
the 20S proteolytic core, thereby preparing it for substrate entry and 
product release, essentially like the constitutive 19S activator. On the 
other hand, only the 19S recruits polyubiquitinated protein substrates 
and, in an ATP hydrolysis-dependent manner, facilitates substrate 
unfolding necessary for entry into the proteolytic 20S core. It has 
been suggested that 11S promotes the release of peptides generated 
from polyubiquitinated substrates recruited by the 19S activator in the 
context of hybrid 11S-20S-19S particles [16,17] (Figure 1B, left) and/
or promotes ubiquitin-independent proteolysis [18] (Figure 1B, right). 
The accumulation of the immunoproteasome and 11S particles is 
typically coordinated with the induction of the MHC class I molecules 
and other components necessary for antigen presentation (Figure 1C) 
[19].

Abstract
Type 1 diabetes results from autoimmune destruction of the insulin producing pancreatic β-cells. The 

immunoproteasome, a version of the proteasome that collaborates with the 11S/PA28 activator to generate 
immunogenic peptides for presentation by MHC class I molecules, has long been implicated in the onset of the 
disease, but little is known about immunoproteasome function and regulation in pancreatic β-cells. Interesting insight 
into these issues comes from a recent analysis of the immunoproteasome expressed in pancreatic β-cells during 
early antiviral defenses mediated by interferon β (IFNβ), a type I IFN implicated in the induction of the diabetic state 
in human and animal models. Using mouse islets and the MIN6 insulinoma cell line, Freudenburg et al. found that 
IFNβ stimulates expression of the immunoproteasome and the 11S/PA28 activator in a manner fundamentally similar 
to the classic immuno-inducer IFNγ, with similar timing of mRNA accumulation and decline; similar transcriptional 
activation mediated primarily by the IRF1 and similar mRNA and protein levels. Furthermore, neither IFNβ nor IFNγ 
altered the expression of regular proteolytic subunits or prevented their incorporation into proteolytic cores. As a 
result, immunoproteasomes had stochastic combinations of immune and regular proteolytic sites, an arrangement 
that would likely increase the probability with which unique immunogenic peptides are produced. However, 
immunoproteasomes were activated by the 11S/PA28 only under conditions of ATP depletion. A mechanism that 
prevents the activation of immunoproteasome at high ATP levels has not been reported before and could have 
a major regulatory significance, as it could suppress the generation of immunogenic peptides as cell accumulate 
immunoproteasome and 11S/PA28, and activate antigen processing only when ATP levels drop. We discuss 
implications of these new findings on the link between early antiviral response and the onset of type 1 diabetes. 
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The immunoproteasome is a version of the proteasome that 
specializes in the production of immunogenic peptides for presentation 
by MHC class I molecules [1-3]. The regular proteasome is expressed 
in somatic cells and degrades most cellular proteins, but only a 
fraction of the resulting product peptides is immunogenic (Figure 
1A). The immunoproteasome is constitutively expressed in cells of 
the immune system and accumulates in somatic cells mainly after 
stimulation by IFNγ (Figure 1B). Both versions of the proteasome 
consist of structurally similar 20S proteolytic cores that differ only in 
their proteolytic subunits. In the case of complete subunit replacement, 
the regular β1, β2, and β5 proteolytic subunits in the proteasome 
(Figure 1A, subunits in yellow) are replaced with their corresponding 
immune versions β1i (also known as LMP2), β2i (MECL1), and β5i 
(LMP7) in the immunoproteasome (Figure 1B, subunits in black). 
However, many somatic cells initially accumulate the 20S proteolytic 
cores with only partially replaced subunits (not shown in Figure 1). 
Mice lacking all three of the immune subunits have 50% fewer epitopes 
presented by MHC class I molecules and reject wild-type cells [4], 
demonstrating that the immune subunits play a major role in antigen 
generation in vivo. However, this role likely reflects both a change in 
the pattern of protein cleavage by the altered 20S proteolytic core [5-
11] and regulation by the 11S/PA28 activator (referred henceforth as
the 11S) [12-15]. The interferon-inducible nature of the 11S activator
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The Emerging Issue of Early Immunoproteasome 
Activation by Type I IFNs and its Implications for the 
Onset of Type I Diabetes 

Evidence was presented over a decade ago that mouse pancreatic 
β-cells express the immunoproteasome in response to IFNγ in a manner 
linked to a change in antigen presentation by MHC class I molecules 
and that this change is prevented by the proteasomal inhibitor MG132 
[20]. These findings suggested a model in which a protein or proteins 
expressed in pancreatic β-cells and degraded by the immunoproteasome 
become the source of immunogenic peptides that then trigger the 
onset of autoimmunity in type I diabetes. However, while several 
β-cell specific antigens have subsequently been identified [21], few of 
them were shown to be generated by the immunoproteasome and/or 
appear to be clinically relevant. Part of the problem is that no study 
has analyzed the function and regulation of the immunoproteasome 
in pancreatic β-cells under conditions linked to disease onset, and 
that it is unclear whether the generation of unusual immunogenic 
peptides reflects an unusual pool of substrates recruited for proteolysis, 
abnormal function of the immunoproteasome, or a change in antigen 
presentation. Furthermore, the onset of autoimmunity in patients 
and animal models is increasingly linked to antiviral type I IFNs [22-
29] that were initially not viewed as potent inducers of the immune 
response. This view was first challenged by the observation that type 
I IFNs induce early activation of CD8+ T cells by an unknown antigen 
produced by the immunoproteasome and presented by MHC class I 
molecules in a chimpanzee model of acute HCV infection [30,31]. In 
a more recent study, Freudenburg et al. [32] proposed that activation 
of a similar process in pancreatic β-cells could shed light on the still 
enigmatic link between type I IFNs, viral infections, and the onset 

of autoimmunity in type I diabetes [33,34]. Key to this idea was the 
realization that type I IFNs would be secreted by virus-infected cells 
as part of the early antiviral response (Figure 2A, green), and could 
activate the generation and presentation of new antigens not only in 
the infected cell (Figure 2A, blue), but also in uninfected neighboring 
cells (Figure 2B, blue). While the nature of these antigens could be 
influenced by many factors, a prominent role would be played by 
mechanisms that regulate the early immunoproteasome. Analysis of 
these mechanisms by Freudenburg et al. [32] clarified some of the key 
aspects of early immunoproteasome activation, and strengthened the 
possibility that they could play an important role in the generation of 
abnormal self-antigens. We comment on these findings below. 

IFNβ and IFNγ Induce Expression of the 
Immunoproteasome and 11S in a Similar Manner

Analysis by Freudenburg et al. was first to implicate the 
immunoproteasome in the early, IFNβ-mediated antiviral defenses of 
pancreatic β-cells [32]. However, to understand the significance of the 
IFNβ-mediated effects, the authors not only provided the usual evidence 
for the activation of immunoproteasome and 11S gene expression, but 
also determined how this expression compares with the activation 
of immunoproteasome and 11S gene expression by IFNγ, and to the 
expression of regular proteasome genes. This analysis produced two 
major findings. First, both IFNβ and IFNγ stimulated expression of the 
immunoproteasome and 11S genes in a fundamentally similar manner, 
although higher concentrations of IFNβ than of IFNγ were required 
for similar effects (50% of the maximal inducible protein levels were 
observed with 0.08 units/ml of IFNγ or 800 units/ml of IFNβ). The 
similarities included the timing of mRNAs accumulation and decline 
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Figure 1: Classic view on the regular and immune versions of the proteasome. 
(A). In somatic cells not exposed to IFNs, the proteasome collaborates with the 19S activator and degrades polyubiquitinated substrates to peptides that 
are poor precursors for T-cell ligands. (B). The immunoproteasome is more proficient in this role due to replacement of proteolytic subunits (yellow) with 
their immune versions (black) and collaboration with the 11S activator. (C). Key steps leading to antigen presentation by MHC class I molecules. See text 
for details.
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Figure 2: Immunoproteasome as part of the early antiviral response in pancreatic β-cells.
(A). β-cell infected with a virus (red) would secrete type I interferons α and β (IFNα/β) as part of early antiviral response (green). (B). Neighboring 
uninfected β-cells would also undergo early antiviral response (green) as a result of exposure to type I IFNs secreted by the virus-infected β-cell. In each 
case, induced expression of the immunoproteasome would promote antigen processing for presentation by MHC class I molecules (blue). Antigens 
derived from β-cell proteins could stimulate the onset of autoimmunity. See text for details.
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(12 and 24 hours, respectively); the mechanism of transcriptional 
activation mediated primarily by the IRF1 and the levels of the 
inducible mRNAs and proteins. The second interesting finding was 
the relationship between the expression of regular and inducible 
subunits. When compared to the expression of regular subunits, which 
remained unchanged during exposure to IFNs, both IFNβ and IFNγ 
stimulated the production of inducible mRNAs to a level equal to the 
regular mRNAs. These features generally agree with the mechanism 
by which IFNγ activates the immunoproteasome gene expression in 
other somatic cells. However, they also resurrect the long-standing 
question about the role of the concurrent expression of regular and 
immune genes. If complete replacement of regular proteolytic subunits 
with their immune versions were optimal for the generation of 
immunogenic peptides, why would the immune subunits be expressed 
in addition to, not instead of, the regular proteolytic subunits? In the 
past, this phenomenon was usually interpreted as a slow transition state 
with no particular significance, possibly because the stimulation of the 
immune response by IFNγ was thought to be linked to the later stages 
of anti-viral response, and the late timing could be associated with 
the eventual replacement of all regular subunits with their immune 
versions. However, this interpretation does not necessarily apply to the 
early antiviral response mediated by IFNβ, which would activate the 

immune response precisely when the immune and regular subunits are 
expressed at similar levels. Therefore, it appears that in the light of data 
provided by Freudenburg et al., the possibility needs to be considered 
that this period of concurrent expression of regular and immune 
subunits has a unique regulatory significance.

Stochastic Combinations of Immune and Regular 
Subunits may Promote the Generation of Unique Self-
Antigens, but Only Under Conditions of Low ATP 
Levels

Freudenburg et al. showed that, as would be expected from the 
concurrent expression of immune and regular proteolytic subunits, the 
immunoproteasome particles assembled in pancreatic β-cells exposed 
to IFNβ had stochastic combinations of regular and immune active sites 
[32]. This type of replacement differs from the complete replacement 
of proteolytic subunits typical of the classic immunoproteasome 
(Figure 1B, subunits in black) and would be likely to increase the 
number of variations in protein cleavage, thereby also increasing the 
probability with which unique immunogenic peptides are produced. 
However, while the immunoproteasome 20S cores co-existed with 
the regular 19S and the inducible 11S activators, the 11S stimulated 
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First and foremost, this finding suggests that any change in the cell 
that would lead to reduction in ATP levels could act as a rapid stimulus 
of antigen generation in cells expressing the immunoproteasome 

dependence on two factors (the 11S expression and ATP depletion) 
could limit the probability of stimulating the production of unusual 
self-antigens in otherwise healthy, uninfected, β-cells that express the 
immunoproteasome as part of the early antiviral response (Figure 2B).
While little is known about how viral infections affect ATP levels in 
pancreatic β-cells, a 5-fold reduction in total ATP content of uninfected 
pancreatic β-cells was observed in response to inflammatory cytokines, 
such as IL-1 and combinations of IL-1 and IFNs, and this change 
depended on expression of the inducible nitric oxide synthase (iNOS) 
and production of nitric oxide [35,36]. Since iNOS expression, nitric 
oxide production, and the generation of inflammatory cytokines are 
stimulated by synthetic dsRNA that is used to mimic virus infections 
[37], it is tempting to speculate that a reduction in ATP levels may 
link the effects of iNOS expression and nitric oxide production to 
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Figure 3: Reduction in ATP levels stimulates immunoproteasome 
activation by the 11S.
In β-cells exposed to IFNβ, the 20S proteolytic cores contain a stochastic 
arrangement of regular and immune proteolytic subunits, and coexist with the 
19S and 11S activators. However, the 11S activator stimulates the proteolytic 
rates only under conditions of ATP depletion. Two mechanisms could explain 
this observation, as discussed in the text.
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immunoproteasome activation by the 11S, and to production of 
unusual self-antigens. 

What could be the mechanism by which reduction in ATP levels 
stimulates activation of the immunoproteasome by the 11S? In 
general, the 20S proteolytic cores, regular or immune, are thought 
to exist in excess over the constitutive 19S activator, implicating 
that free 20S cores are always available in cells to assemble with the 
inducible 11S activator. However, if the 19S activators were expressed 
at levels sufficiently high to saturate the 20S proteolytic cores, they 
could restrict premature access of the 11S activator and make it 
dependent on dissociation of at least one 19S (Figure 3, top). Another 
possibility is that the function of the two activators within 11S-20S-
19S particle is coordinated by an allosteric mechanism dependent on 
ATP levels (Figure 3, bottom). Perhaps most interestingly, the link 
between activation by the 11S and reduction in cellular ATP levels also 
suggests that the activation could be associated with a major change 
in the pool of proteasomal substrates, thereby further contributing 
to the production of unique antigens. Indeed, while the 19S activator 
recruits substrates in a manner primarily dependent on substrate 
polyubiquitination, which would be limited at low ATP levels, the 
11S could recruit substrates independently of polyubiquitination. An 
interesting possibility is that the 11S facilitates ubiquitin-independent 
degradation of proteins damaged by reactive oxygen and nitrogen 
species that are robustly produced in cells exposed to IFNs, and that 
this role ensures pancreatic β-cell survival, similarly to the protective 
role of the immunoproteasome during IFNγ-induced oxidative stress 
[38]. However, if this fundamentally protective role was linked to the 
early stimulation of the immune response against β-cells, it could also 
predispose to autoimmune responses under any conditions that would 
cause even a modest accumulation of the immunoproteasome and 11S 
in combination with compromised ATP levels.

proteolysis only under conditions of ATP depletion. A mechanism 
that restricts the function of the 11S activator in cells with high ATP 
levels could have a major regulatory significance, as it could suppress 
the generation of immunogenic peptides even if cells accumulated the 
immunoproteasome and the 11S, and could rapidly activate antigen 
processing but only when ATP levels drop. While it is yet unknown 
whether this mechanism represents a more general phenomenon, or 
is limited to pancreatic β-cells, where the insulin secretory function 
is tightly linked to changes in ATP concentrations, this finding has 
powerful implications. 
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http://www.ncbi.nlm.nih.gov/pubmed/10358773
http://www.ncbi.nlm.nih.gov/pubmed/11265247
http://www.ncbi.nlm.nih.gov/pubmed/16181324
http://www.ncbi.nlm.nih.gov/pubmed/22197977
http://www.ncbi.nlm.nih.gov/pubmed/8396732
http://www.ncbi.nlm.nih.gov/pubmed/8206875
http://www.ncbi.nlm.nih.gov/pubmed/7600282
http://www.ncbi.nlm.nih.gov/pubmed/7559557


Page 5 of 5

Volume 4 • Issue 2 • 1000141
J Clin Cell Immunol
ISSN:2155-9899 JCCI, an open access journal 

24.	Chakrabarti D, Hultgren B, Stewart TA (1996) IFN-alpha induces autoimmune 
T cells through the induction of intracellular adhesion molecule-1 and B7.2. J 
Immunol 157: 522-528.

25.	Huang X, Hultgren B, Dybdal N, Stewart TA (1994) Islet expression of interferon-
alpha precedes diabetes in both the BB rat and streptozotocin-treated mice. 
Immunity 1: 469-478.

26.	Huang X, Yuang J, Goddard A, Foulis A, James RF, et al. (1995) Interferon 
expression in the pancreases of patients with type I diabetes. Diabetes 44: 
658-664.

27.	Pelegrin M, Devedjian JC, Costa C, Visa J, Solanes G, et al. (1998) Evidence 
from transgenic mice that interferon-beta may be involved in the onset of 
diabetes mellitus. J Biol Chem 273: 12332-12340.

28.	Somoza N, Vargas F, Roura-Mir C, Vives-Pi M, Fernandez-Figueras MT, et al. 
(1994) Pancreas in recent onset insulin-dependent diabetes mellitus. Changes 
in HLA, adhesion molecules and autoantigens, restricted T cell receptor V beta 
usage, and cytokine profile. J Immunol 153: 1360-1377.

29.	Stewart TA, Hultgren B, Huang X, Pitts-Meek S, Hully J, et al. (1993) Induction 
of type I diabetes by interferon-alpha in transgenic mice. Science 260: 1942-
1946.

30.	Shin EC, Seifert U, Kato T, Rice CM, Feinstone SM, et al. (2006) Virus-induced 
type I IFN stimulates generation of immunoproteasomes at the site of infection. 
J Clin Invest 116: 3006-3014.

31.	Shin EC, Seifert U, Urban S, Truong KT, Feinstone SM, et al. (2007) Proteasome 
activator and antigen-processing aminopeptidases are regulated by virus-
induced type I interferon in the hepatitis C virus-infected liver. J Interferon 
Cytokine Res 27: 985-990.

32.	Freudenburg W, Gautam M, Chakraborty P, James J, Richards J, et al. (2013) 
Reduction in ATP levels triggers immunoproteasome activation by the 11S 
(PA28) regulator during early antiviral response mediated by IFNβ in mouse 
pancreatic β-cells. PLoS One 8: e52408.

33.	Jun HS, Yoon JW (2003) A new look at viruses in type 1 diabetes. Diabetes 
Metab Res Rev 19: 8-31.

34.	Fairweather D, Rose NR (2002) Type I diabetes: virus infection or autoimmune 
disease? Nat Immunol 3: 338-340.

35.	Collier JJ, Fueger PT, Hohmeier HE, Newgard CB (2006) Pro- and anti-
apoptotic proteins regulate apoptosis but do not protect against cytokine-
mediated cytotoxicity in rat islets and beta-cell lines. Diabetes 55: 1398-1406.

36.	Corbett JA, Wang JL, Hughes JH, Wolf BA, Sweetland MA, et al. (1992): 
Nitric oxide and cyclic GMP formation induced by interleukin 1 beta in islets 
of Langerhans. Evidence for an effector role of nitric oxide in islet dysfunction. 
Biochemical J 287: 229-235.

37.	Maggi LB Jr, Heitmeier MR, Scheuner D, Kaufman RJ, Buller RM, et al. (2000): 
Potential role of PKR in double-stranded RNA-induced macrophage activation. 
EMBO J 19: 3630-3638.

38.	Seifert U, Bialy LP, Ebstein F, Bech-Otschir D, Voight A, et al. (2010) 
Immunoproteasomes Preserve Protein Homeostasis upon Interferon-Induced 
Oxidative Stress. Cell 142: 613-624.

govern the peptide production by the 20S proteasome in vitro. J Biol Chem 
270: 23808-23815.

9. Schwarz K, van Den Broek M, Kostka S, Kraft R, Soza A, et al. (2000) 
Overexpression of the proteasome subunits LMP2, LMP7, and MECL-1, 
but not PA28 alpha/beta, enhances the presentation of an immunodominant 
lymphocytic choriomeningitis virus T cell epitope. J Immunol 165: 768-778.

10.	Sijts AJ, Ruppert T, Rehermann B, Schmidt M, Koszinowski U, et al. (2000) 
Efficient generation of a hepatitis B virus cytotoxic T lymphocyte epitope 
requires the structural features of immunoproteasomes. J Exp Med 191: 503-
514.

11. Cascio P, Hilton C, Kisselev AF, Rock KL, Goldberg AL (2001) 26S proteasomes 
and immunoproteasomes produce mainly N-extended versions of an antigenic 
peptide. EMBO J 20: 2357-2366.

12.	Dubiel W, Pratt G, Ferrell K, Rechsteiner M (1992) Purification of an 11S 
regulator of the multicatalytic proteinase. J Biol Chem 267: 22369-22377.

13.	Ma CP, Slaughter CA, DeMartino GN (1992) Identification, purification 
and characterization of a protein activator (PA28) of the 20S proteasome 
(macropain). J Biol Chem 267: 10115-10123.

14.	Groettrup M, Soza A, Eggers M, Kuehn L, Dick TP, et al. (1996) A role for the 
proteasome regulator PA28α in antigen presentation. Nature 381: 166-168.

15.	Dick TP, Ruppert KT, Groettrup M, Kloetzel PM, Kuehn L, et al. (1996) 
Coordinated Dual Cleavages Induced by the Proteasome Regulator PA28 Lead 
to Dominant MHC Ligands. Cell 86: 253-262.

16.	Hendil KB, Khan S, Tanaka K (1998) Simultaneous binding of PA28 and PA700 
activators to 20S proteasomes. Biochem J 332: 749-754.

17.	Kopp F, Dahlmann B, Kuehn L (2001) Reconstitution of hybrid proteasomes from 
purified PA700-20S complexes and PA28 alpha beta activator: ultrastructure 
and peptidase activities. J Mol Biol 313: 465-471.

18.	Chen X, Barton LF, Chi Y, Clurman BE, Roberts JM (2007) Ubiquitin-
independent degradation of cell cycle inhibitors by the REGγ proteasome. Mol 
Cell 26: 843-852.

19.	Neefjes J, Jongsma MLM, Paul P, Bakke O (2011) Towards a systems 
understanding of MHC class I and MHC class II antigen presentation. Nature 
Reviews Immunol 11: 823-836.

20.	Baldeon ME, Neece DJ, Nandi D, Monaco JJ, Gaskins HR (1997) Interferon-
gamma independently activates the MHC class I antigen processing pathway 
and diminishes glucose responsiveness in pancreatic beta-cell lines. Diabetes 
46: 770-778.

21.	Moser A, Hsu H-T, van Endert P (2010) Beta cell antigens in type 1 diabetes: 
triggers in pathogenesis and therapeutic targets. F1000 Biol Rep 2: 75.

22.	Baldeon ME, Chun T, Gaskins HR (1998) Interferon-alpha and interferon-
gamma differentially affect pancreatic beta-cell phenotype and function. Am J 
Physiol 275: 25-32.

23.	Alba A, Puertas MC, Carrillo J, Planas R, Ampudia R, et al. (2004) IFN beta 
accelerates autoimmune type 1 diabetes in nonobese diabetic mice and breaks 
the tolerance to beta cells in nondiabetes-prone mice. J Immunol 173: 6667-
6675.

Citation: Freudenburg W, Gautam M, Chakraborty P, James J, Richards J, et al. (2013) Immunoproteasome Activation During Early Antiviral Response 
in Mouse Pancreatic β-cells: New Insights into Auto-antigen Generation in Type I Diabetes? J Clin Cell Immunol 3: 141. doi:10.4172/2155-
9899.1000141

http://www.ncbi.nlm.nih.gov/pubmed/7559557
http://www.ncbi.nlm.nih.gov/pubmed/10878350
http://www.ncbi.nlm.nih.gov/pubmed/10662796
http://www.ncbi.nlm.nih.gov/pubmed/11350924
http://www.ncbi.nlm.nih.gov/pubmed/1429590
http://www.ncbi.nlm.nih.gov/pubmed/1587832
http://www.ncbi.nlm.nih.gov/pubmed/8610016
http://www.ncbi.nlm.nih.gov/pubmed/8706130
http://www.ncbi.nlm.nih.gov/pubmed/9620878
http://www.ncbi.nlm.nih.gov/pubmed/11676531
http://www.ncbi.nlm.nih.gov/pubmed/17588519
http://www.ncbi.nlm.nih.gov/pubmed/22076556
http://www.ncbi.nlm.nih.gov/pubmed/9133543
http://www.ncbi.nlm.nih.gov/pubmed/21173836
http://www.ncbi.nlm.nih.gov/pubmed/9688831
http://www.ncbi.nlm.nih.gov/pubmed/15557158
http://www.ncbi.nlm.nih.gov/pubmed/8752897
http://www.ncbi.nlm.nih.gov/pubmed/7895158
http://www.ncbi.nlm.nih.gov/pubmed/7540571
http://www.ncbi.nlm.nih.gov/pubmed/9575186
http://www.ncbi.nlm.nih.gov/pubmed/7913115
http://www.ncbi.nlm.nih.gov/pubmed/8100367
http://www.ncbi.nlm.nih.gov/pubmed/17039255
http://www.ncbi.nlm.nih.gov/pubmed/18184038
http://www.ncbi.nlm.nih.gov/pubmed/23383295
http://www.ncbi.nlm.nih.gov/pubmed/12592641
http://www.ncbi.nlm.nih.gov/pubmed/11919574
http://www.ncbi.nlm.nih.gov/pubmed/16644697
http://www.ncbi.nlm.nih.gov/pubmed/1384465
http://www.ncbi.nlm.nih.gov/pubmed/10899117
http://www.ncbi.nlm.nih.gov/pubmed/20723761

	Title

	Abstract
	Corresponding author
	Keywords
	Classic View of the Regular and Immune Versions ofthe Proteasome
	The Emerging Issue of Early ImmunoproteasomeActivation by Type I IFNs and its Implications for theOnset of Type I Diabetes
	IFNβ and IFNγ Induce Expression of theImmunoproteasome and 11S in a Similar Manner
	Stochastic Combinations of Immune and RegularSubunits may Promote the Generation of Unique Self-Antigens, but Only Under Conditions of Low ATPLevels
	Funding
	Figure 1

	Figure 2

	Figure 3

	References

