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ABSTRACT

B cells play a dual role in the pathogenesis of autoim-
mune diseases. In experimental autoimmune encephalomy-
elitis (EAE), an experimental model for multiple sclerosis, B 
cells contribute to disease progression, while their regulatory 
role predominates in the initial phases of disease develop-
ment. Several studies have identifi ed diff erent subsets of reg-
ulatory B cells, mostly in the spleen, which are all sources of 
IL-10. However, peritoneal regulatory B cells are also impor-
tant producers of IL-10, can migrate towards infl ammatory 
stimuli, and could have an immunoregulatory function. As 
we have observed expansion of regulatory B cells in the peri-
toneum of resistant mice after EAE induction, herein we dis-
cuss the regulatory roles of B cells in EAE pathogenesis and 
the possible role of peritoneal regulatory B cells in resistance 
to EAE induction.
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SAŽETAK

B limfociti imaju dvojnu ulogu u patogenezi autoimun-
skih bolesti. B limfociti doprinose progresiji eksperimental-
nog autoimunskog encefalomijelitisa(EAE), eksperimental-
nog modela za multiplu sklerozu, a u inicijalnim fazama 
razvoja bolesti dominira njihova regulatrona uloga. U ne-
koliko studija je identifi kovano nekoliko subpopulacija re-
gulatornih B limfocita, uglavnom u slezini, a sve produkuju 
IL-10. Međutim i peritonealni B limfociti produkuju IL-10, 
migriraju ka infl amatornim stimulusima i mogu da imaju 
imunoregulatornu funkciju. Pošto smo uočili ekspanziju re-
gulatornih B limfocita u peritoneumu miševa rezistentnih 
na indukciju EAE, ovde razmatramo regulatorne uloge B 
limfocita u patogenezi EAE i moguću ulogu peritonealnih 
regulatornih B limfocita u rezistenciji na indukciju EAE.

Ključne reči: multipla skleroza, EAE, B limfociti, perito-
nealni regulatorni B limfociti

B cells are effector cells of the adaptive humoral immune 

system that act by producing specific antibodies. However, 

B cells express numerous innate immune receptors, includ-

ing Toll-like receptor (TLR)-3, TLR4, TLR7, TLR8 and 

TLR9 (1,2); stimulation of these receptors also induces anti-

body production. It is well established that two populations 

of B cells exist—B1 and B2 cells—that can be distinguished 

according to their phenotype, ontogeny, anatomical loca-

tion and function (3-5). B2 cells, which include follicular 

and marginal zone B cells, originate from bone marrow pre-

cursors and circulate throughout the blood and secondary 

lymphoid tissues. These cells respond to a broad range of 

T-dependent and T-independent antigens. In contrast to B2 

cells, B1 cells develop during foetal and neonatal develop-

REVIEW PAPER    REVIJALNI RAD    REVIEW PAPER    REVIJALNI RAD    REVIEW PAPER 

ment, have the capacity to self-renew, and predominantly 

localize to peritoneal and pleural cavities (3-5). B1 cells are 

innate immune cells that produce the majority of “natural” 

immunoglobulins, which are encoded by germline immu-

noglobulin genes. These natural immunoglobulins act as a 

first line of defence against pathogens, such as encapsulated 

polysaccharide-expressing bacteria (4, 5). There are two 

functionally distinct subsets of B1 cells that can be delin-

eated by differential expression of CD5 (4). B1 cells that ex-

press CD5 are known as B1a cells, and those that lack CD5 

expression, but have other hallmarks of B1 cells, are known 

as B1b cells. CD5+ peritoneal B1a cells produce an abun-

dance of interleukin-10 (IL-10) following stimulation with 

TLR agonists, such as lipopolysaccharide (LPS) (6).
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B cells in multiple sclerosis

Multiple sclerosis (MS) is classically viewed as a 

predominantly T cell-mediated autoimmune disease, 

based on the finding that the disease can be induced in 

healthy experimental animals by the adoptive transfer 

of T cells from diseased animals (7,8). T cells can also 

have a protective role in MS. A specialized population 

of T cells, CD4+ regulatory T cells, are critically impor-

tant for disease attenuation by limiting the activation 

of T cells during MS and other autoimmune diseases 

(9,10), in part through the production of IL-10 (11). 

However, B cells also regulate immune responses and 

can contribute to MS pathogenesis (12,13) by function-

ing as antigen-presenting cells for CD4+ T cell activa-

tion (14) and by producing pro-inflammatory cyto-

kines that affect T cell function (15). Recent clinical 

trials in MS patients that used depleting CD20 mono-

clonal antibody (Rituximab) suggest that pan-mature 

B cell depletion has clinical efficacy for the treatment 

of MS (16,17) in addition to demonstrated efficacy 

for other autoimmune disorders (13). Additionally, B 

cells, as with T cells, can have a regulatory role in au-

toimmune diseases. B cells from patients with multiple 

sclerosis produce decreased amounts of IL-10 (18). MS 

patients have significantly higher frequency of CD20+ 

B cells, but among B cell subsets they have a reduced 

frequency of B1 cells, which are known to have a regu-

latory role in immune responses (19). 

Opposite roles of B cells have also been identified 

during the initiation and progression of an experimental 

model for MS, experimental autoimmune encephalomy-

elitis (20). Depletion of mature B cell in mice before EAE 

induction significantly exacerbates disease symptoms, 

whereas B cell depletion during EAE progression dra-

matically inhibits these symptoms. Thereby, the balance 

between opposing positive and negative regulatory B 

cell functions shape the normal course of EAE immuno-

pathogenesis. Mice lacking B cells develop an extremely 

severe and chronic form of EAE, which confirms the 

regulatory role of B cells in autoimmune diseases (21). 

The regulatory role of B cells in EAE results from the 

production of IL-10 (22). A suppressive function for IL-

10 produced by B cells has also been demonstrated in 

a models of inflammatory bowel disease and collagen-

induced arthritis (23,24), suggesting a general role for 

IL-10-producing B cells in immune homeostasis. 

Regulatory B cells

B cell subsets that can down-regulate immune re-

sponses by secreting interleukin IL-10 are known as 

regulatory B cells. These regulatory B cells, which are 

functionally defined by their immune-suppressive ac-

tion either in vitro or in vivo (25), include splenic CD-

21hiCD23hiCD1dhi transitional 2 marginal zone precur-

sor B cells described by the group of Mauri (26,27) and 

IL-10-producing B cells, termed B10 cells, character-

ized by the group of Tedder. The latter are mainly found 

within the CD1dhiCD5+ splenic B cell subset (28,29). 

Regulatory B cells must be activated to exert suppressive 

functions, and the activation of regulatory B cells pre-

sumably occurs in vivo in the context of inflammation. 

Activated regulatory B cells are more potent suppres-

sors of autoimmunity than their non-activated counter-

parts (27,30). CD1dhighCD5+ B cells can be induced to 

express cytoplasmic IL-10 following 5 hours of in vitro 

stimulation with LPS, phorbol 12-myristate 13-acetate, 

and ionomycin, in the presence of monensin to block 

IL-10 secretion. Splenic B10 pro-B cells have also been 

functionally identified in mice and are found within the 

CD1dhighCD5+ B cell subpopulation (31). These B10 pro-

B cells require 48 hours of in vitro stimulation with LPS 

or via CD40 before they acquire the ability to express 

cytoplasmic IL-10 (31). Although B10 cells normally 

represent only 1–2% of splenic B cells, they significantly 

inhibit the induction of Ag-specific inflammatory reac-

tions and autoimmunity (20,29). Depletion of B10 cells 

in mice before disease initiation accounts for exacer-

bated disease, which can be ameliorated by the adop-

tive transfer of splenic CD1dhighCD5+ B cells (32). There 

is evidence that B regulatory cell-mediated protection 

in chronic inflammatory diseases is antigen-specific, as 

B regulatory cells that are in vivo activated by one an-

tigen do not protect in inflammatory models induced 

by a second antigen (27,29). In vitro, B regulatory cells 

can be activated in an antigen-nonspecific manner to 

secrete IL-10 and suppress immune activation triggered 

by stimuli, including activation by TLR ligands (31,33-

35), CD40 ligation (36,37), a combination of these two 

pathways (38), or the cytokine IL-21 (39).

Regulatory B cells in MS

B regulatory cell-mediated amelioration in EAE is 

dependent upon IL-10. Many reports indicate that B 

regulatory cells can influence T cell activation. B cell-

deficient mice (40) and mice with IL-10-deficient B cells 

(22) exhibit heightened lymph node T helper 1 (Th1)-

cell responses to immunization. B-cell-mediated regu-

lation of EAE is also associated with the suppression of 

Th17 cells, suggesting that IL-10 from B cells influences 

disease progression by instructing T cell differentiation 

(33). The adoptive transfer of B regulatory cells often 

correlates with a reduction in the frequency of inter-

feron (IFN)-γ, IL-17 and/or tumour necrosis factor-α 

positive T cells (27,39,41,42), and sometimes increased 

amounts of Foxp3+ regulatory T cells (43) or IL-10-pro-

ducing T cells (44). IL-10-producing B cells may con-

tribute to modulation of T-cell responses also indirectly 

by limiting dendritic cells function and by inhibition of 

the innate immune responses (45,46). IL-10 produced 
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by B cells can repress IL-6 and IL-12 production by 

DCs, thereby inhibiting the differentiation of Th17 and 

Th1 cells, respectively (33). Additionally, after immuni-

zation, DCs from B cell-deficient mice produce higher 

amounts of IL-12 compared with DCs from wild-type 

mice (40). Changes in the balance of IL-10 and IL-12 

levels have important effects on the pathogenesis of 

EAE (47). Accordingly, B cell-mediated regulation of 

EAE begins in the draining lymph nodes within days of 

immunization. B cells can therefore orchestrate the reg-

ulation of autoimmune diseases from within secondary 

lymphoid organs both directly by inhibiting pathogenic 

cells (autoreactive T cells and innate immune cells) and 

indirectly by inducing regulatory activity in different T 

cell populations. 

B1 cells in EAE

Although splenic regulatory B cells share some func-

tional and phenotypical characteristics with B1a cells, as 

both cell populations produce IL-10 and express CD5, 

limited data are available about the regulatory role of 

B1 cells in EAE. One study showed a reduced sever-

ity of demyelination and overall pathology in the brain 

after the depletion of peritoneal B1 cells during the ef-

fector phase of EAE (48). Depletion during the induc-

tion phase of disease resulted in an increased incidence 

of progressive EAE. The experiments in this study were 

carried out with A.SW mice, which produce anti-MOG 

antibodies that contribute to EAE pathogenesis, rather 

than the C57BL/6 mice that are typically used. Attenu-

ation of EAE induced by the depletion of B1 cells could 

be accounted for by changes in the production of natu-

ral antibodies. However, no data are yet available about 

the IL-10-mediated regulatory role of B1 cells in MS or 

EAE.  It is known that components from Mycobacterium 
tuberculosis that are present in complete Freund’s adju-

vant, which is used to induce EAE, provide TLR agonists 

that can stimulate TLRs (22). Furthermore, the in vitro 

stimulation of B cells with TLR agonists produces a cy-

tokine milieu that can inhibit T cell activation in an IL-

10-dependent manner, whereas activation of DCs in the 

same manner induces very low amounts of IL-10 pro-

duction that is not sufficient to inhibit T cell prolifera-

tion (33). Thus, stimulation with TLR agonists that are 

present in the adjuvants that are used for EAE induc-

tion can also trigger regulatory function in B1 cells. Our 

preliminary findings revealed a significantly higher per-

centage of CD5+ B1a lymphocytes in the peritoneum of 

BALB/c mice, which are resistant to EAE induction with 

MOG
35–55 

peptide (49), compared to susceptible C57BL/6 

mice. By contrast, there was no significant difference in 

the frequencies of B1a or B1b cells in the peritoneum of 

healthy C57BL/6 versus BALB/c mice (Fig. 1). This find-

ing is in accord with previous findings that in vivo stim-

ulation with different microbes (TLR agonists) could 

induce the expansion of peritoneal B1 cells. It has been 

shown that among peritoneal cells, B1a cells are the main 

source of IL-10 after stimulation with TLR agonists (50). 

Immunization of susceptible strains, such as C57BL/6, 

with myelin antigens in adjuvants induces the expansion 

of inflammatory CD4+ T cells that gain the capacity to 

induce inflammation in the CNS. Modulation of immune 

responses has been suggested to exacerbate or attenu-

ate EAE in susceptible strains of mice (51). Alternatively, 

our previous study recently showed that alteration of an 

immunoregulatory pathway by deleting components of 

the IL-33/ST2 axis may enhance susceptibility to EAE in 

the resistant BALB/c strain by inducing an inflammatory 

phenotype in antigen presenting cells (52, 53). In accord 

with the significantly increased expansion of IL-10-pro-

ducing peritoneal B1a cells in BALB/c mice compared 

with susceptible C57BL/6 mice and the fact that perito-

neal B cells migrate to lymph nodes (54), it could be as-

sumed that the increased number of peritoneal B1 cells 

could contribute to the regulatory phenotype of den-

dritic cells in draining lymph nodes and the resistance of 

BALB/c mice to the development of EAE.

Further studies will be needed to explore in more detail 

the regulatory role of B1a cells in EAE and to assess the 

relative contribution of splenic B regulatory cells and peri-

toneal regulatory B cells in the pathogenesis of EAE.
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Figure 1. Immunization with MOG35–55 induces a signifi cant increase 
in peritoneal regulatory B1a cells. BALB/c and C57BL/6 mice were im-

munized with MOG
35–55

/CFA. Th en, 7 days later, mononuclear cells from 

the peritoneum were isolated and analysed for the cell surface expression 

of CD19, CD5, and CD11b by fl ow cytometry. Th e frequencies of B1a 

cells (CD19+CD11b+CD5+ cells) are presented as the means from three 

independent experiments; 15 mice per group ± SEM; *P<0.05; ** P<0.005. 

Statistical signifi cance was assessed using Student’s t-test.



90

18. Duddy M, Niino M, Adatia F, et al. Distinct effector cy-

tokine profiles of memory and naive human B cell sub-

sets and implication in multiple sclerosis. J Immunol. 

2007; 178(10): 6092-6099.

19. Tørring C, Petersen CC, Bjerg L, Kofod-Olsen E, Pe-

tersen T, Höllsberg P. The B1-cell subpopulation is di-

minished in patients with relapsing-remitting multiple 

sclerosis. J Neuroimmunol. 2013; 262(1-2): 92-99.

20. Matsushita T, Yanaba K, Bouaziz JD, Fujimoto M, Ted-

der TF. Regulatory B cells inhibit EAE initiation in mice 

while other B cells promote disease progression. J Clin 

Invest. 2008; 118(10): 3420-3430.

21. Wolf SD, Dittel BN, Hardardottir F, Janeway CA Jr. Ex-

perimental autoimmune encephalomyelitis induction 

in genetically B cell-deficient mice. J Exp Med. 1996; 

184(6): 2271-2278. 

22. Fillatreau S, Sweenie CH, McGeachy MJ, Gray D, An-

derton SM. B cells regulate autoimmunity by provision 

of IL-10. Nat Immunol. 2002; 3(10): 944-950. 

23. Mizoguchi A, Mizoguchi E, Takedatsu H, Blumberg 

RS, Bhan AK. Chronic intestinal inflammatory condi-

tion generates IL-10-producing regulatory B cell subset 

characterized by CD1d upregulation. Immunity. 2002; 

16(2): 219-230.

24. Mauri C, Gray D, Mushtaq N, Londei M. Prevention 

of arthritis by interleukin 10-producing B cells. J Exp 

Med. 2003; 197(4): 489-501. 

25. Fillatreau S, Gray D, Anderton SM. Not always the bad 

guys: B cells as regulators of autoimmune pathology. 

Nat Rev Immunol. 2008; 8(5): 391-397.

26. Mauri C, Bosma A. Immune regulatory function of B 

cells. Annu Rev Immunol. 2012; 30: 221-241.

27. Evans JG, Chavez-Rueda KA, Eddaoudi A, et al. Novel 

suppressive function of transitional 2 B cells in experi-

mental arthritis. J Immunol. 2007; 178(12): 7868-7878.

28. DiLillo DJ, Matsushita T, Tedder TF. B10 cells and reg-

ulatory B cells balance immune responses during in-

flammation, autoimmunity, and cancer. Ann N Y Acad 

Sci. 2010; 1183: 38-57.

29. Yanaba K, Bouaziz JD, Haas KM, Poe JC, Fujimoto M, 

Tedder TF. A regulatory B cell subset with a unique 

CD1dhiCD5+ phenotype controls T cell-dependent in-

flammatory responses. Immunity. 2008; 28(5): 639-650.

30. Yoshizaki A, Miyagaki T, DiLillo DJ, et al. Regulatory 

B cells control T-cell autoimmunity through IL-21-de-

pendent cognate interactions. Nature. 2012; 491(7423): 

264-268.

31. Yanaba K, Bouaziz JD, Matsushita T, Tsubata T, Tedder 

TF. The development and function of regulatory B cells 

expressing IL-10 (B10 cells) requires antigen receptor 

diversity and TLR signals. J Immunol. 2009; 182(12): 

7459-7472.

32. Bettelli E, Das MP, Howard ED, Weiner HL, Sobel RA, 

Kuchroo VK. IL-10 is critical in the regulation of auto-

immune encephalomyelitis as demonstrated by studies 

of IL-10- and IL-4-deficient and transgenic mice. J Im-

munol. 1998; 161(7): 3299-3306.

REFERENCES

 1. Crampton SP, Voynova E, Bolland S. Innate pathways 

to B-cell activation and tolerance. Ann N Y Acad Sci. 

2010; 1183: 58-68.

 2. Meyer-Bahlburg A, Rawlings DJ. B cell autonomous 

TLR signaling and autoimmunity. Autoimmun Rev. 

2008; 7(4): 313-316.

 3. Kantor AB, Herzenberg LA. Origin of murine B cell lin-

eages. Annu Rev Immunol. 1993; 11: 501-538.

 4. Baumgarth N. The double life of a B-1 cell: self-reac-

tivity selects for protective effector functions. Nat Rev 

Immunol. 2011; 11(1): 34-46.

 5. Montecino-Rodriguez E, Dorshkind K. B-1 B cell de-

velopment in the fetus and adult. Immunity. 2012; 

36(1): 13-21.

 6. O’Garra A, Stapleton G, Dhar V, et al. Production of 

cytokines by mouse B cells: B lymphomas and normal 

B cells produce interleukin 10. Int Immunol. 1990; 2(9): 

821-832. 

 7. Sospedra M, Martin R. Immunology of multiple sclero-

sis. Annu Rev Immunol. 2005 ;23: 683-747.

 8. Ben-Nun A, Cohen IR. Vaccination against autoim-

mune encephalomyelitis (EAE): attenuated autoim-

mune T lymphocytes confer resistance to induction of 

active EAE but not to EAE mediated by the intact T 

lymphocyte line. Eur J Immunol. 1981; 11(11): 949-952.

 9. Costantino CM, Baecher-Allan C, Hafler DA. Multiple 

sclerosis and regulatory T cells. J Clin Immunol. 2008; 

28(6): 697-706. 

10. O’Connor RA, Anderton SM. Foxp3+ regulatory T cells 

in the control of experimental CNS autoimmune dis-

ease. J Neuroimmunol. 2008; 193(1-2): 1-11.

11. Zhang X, Koldzic DN, Izikson L, et al. IL-10 is involved 

in the suppression of experimental autoimmune en-

cephalomyelitis by CD25+CD4+ regulatory T cells. Int 

Immunol. 2004; 16(2): 249-256.

12. LeBien TW, Tedder TF. B lymphocytes: how they de-

velop and function. Blood.2008; 112(5): 1570-1580.

13. Yanaba K, Bouaziz JD, Matsushita T, Magro CM, St 

Clair EW, Tedder TF. B-lymphocyte contributions to 

human autoimmune disease. Immunol Rev. 2008; 223: 

284-299.

14. Bouaziz JD, Yanaba K, Venturi GM, et al. Therapeutic B 

cell depletion impairs adaptive and autoreactive CD4+ T 

cell activation in mice. Proc Natl Acad Sci U S A. 2007; 

104(52): 20878-20883.

15. Lund FE. Cytokine-producing B lymphocytes-key reg-

ulators of immunity. Curr. Opin Immunol. 2008; 20(3): 

332-338.

16. Hauser SL, Waubant E, Arnold DL, et al., HERMES 

Trial Group. B-cell depletion with rituximab in relaps-

ing-remitting multiple sclerosis. N Engl J Med. 2008; 

358(7): 676-688.

17. Bar-Or A, Calabresi PA, Arnold D, et al. Rituximab in 

relapsing-remitting multiple sclerosis: a 72-week, open-

label, phase I trial. Ann Neurol. 2008; 63(3): 395-400. 



91

33. Lampropoulou V, Hoehlig K, Roch T, et al. TLR-acti-

vated B cells suppress T cell-mediated autoimmunity. J 

Immunol. 2008; 180(7): 4763-4773.

34. Horikawa M, Minard-Colin V, Matsushita T, Ted-

der TF. Regulatory B cell production of IL-10 inhibits 

lymphoma depletion during CD20 immunotherapy in 

mice. J Clin Invest. 2011; 121(11): 4268-4280.

35. Miles K, Heaney J, Sibinska Z, et al. A tolerogenic role 

for Toll-like receptor 9 is revealed by B-cell interac-

tion with DNA complexes expressed on apoptotic cells. 

Proc Natl Acad Sci U S A. 2012; 109(3): 887-892. 

36. Mauri C, Gray D, Mushtaq N, Londei M. Prevention 

of arthritis by interleukin 10-producing B cells. J Exp 

Med. 2003; 197(4): 489-501.

37. Blair PA, Chavez-Rueda KA, Evans JG, et al. Selective 

targeting of B cells with agonistic anti-CD40 is an ef-

ficacious strategy for the generation of induced regula-

tory T2-like B cells and for the suppression of lupus in 

MRL/lpr mice. J Immunol. 2009; 182(6): 3492-3502.

38. Poe JC, Smith SH, Haas KM, et al. Amplified B lympho-

cyte CD40 signaling drives regulatory B10 cell expan-

sion in mice. PLoS One. 2011; 6(7): e22464.

39. Yoshizaki A, Miyagaki T, DiLillo DJ, et al. Regulatory 

B cells control T-cell autoimmunity through IL-21-de-

pendent cognate interactions. Nature. 2012; 491(7423): 

264-268.

40. Moulin V, Andris F, Thielemans K, Maliszewski C, Ur-

bain J, Moser M. B lymphocytes regulate dendritic cell 

(DC) function in vivo: increased interleukin 12 pro-

duction by DCs from B cell-deficient mice results in T 

helper cell type 1 deviation. J Exp Med. 2000; 192(4): 

475-482.

41. Matsushita T, Horikawa M, Iwata Y, Tedder TF. Regula-

tory B cells (B10 cells) and regulatory T cells have inde-

pendent roles in controlling experimental autoimmune 

encephalomyelitis initiation and late-phase immuno-

pathogenesis. J Immunol. 2010; 185(4): 2240-2252.

42. Carter NA, Vasconcellos R, Rosser EC, et al. Mice lack-

ing endogenous IL-10-producing regulatory B cells 

develop exacerbated disease and present with an in-

creased frequency of Th1/Th17 but a decrease in regu-

latory T cells. J Immunol. 2011; 186(10): 5569-5579.

43. Amu S, Saunders SP, Kronenberg M, Mangan NE, Atz-

berger A, Fallon PG. Regulatory B cells prevent and re-

verse allergic airway inflammation via FoxP3-positive 

T regulatory cells in a murine model. J Allergy Clin Im-

munol. 2010; 125(5): 1114-1124.

44. Gray M, Miles K, Salter D, Gray D, Savill J. Apoptotic 

cells protect mice from autoimmune inflammation by 

the induction of regulatory B cells. Proc Natl Acad Sci 

U S A. 2007; 104(35): 14080-14085.

45. Tian J, Zekzer D, Hanssen L, Lu Y, Olcott A, Kaufman 

DL. Lipopolysaccharide-activated B cells down-regu-

late Th1 immunity and prevent autoimmune diabetes 

in nonobese diabetic mice. J Immunol. 2001; 167(2): 

1081-1089.

46. Byrne SN, Halliday GM. B cells activated in lymph 

nodes in response to ultraviolet irradiation or by inter-

leukin-10 inhibit dendritic cell induction of immunity. 

J Invest Dermatol. 2005; 124(3): 570-578.

47. Segal BM, Dwyer BK, Shevach EM. An interleukin (IL)-

10/IL-12 immunoregulatory circuit controls suscepti-

bility to autoimmune disease. J Exp Med. 1998; 187(4): 

537-546.

48. Peterson LK, Tsunoda I, Fujinami RS. Role of CD5+ B-1 

cells in EAE pathogenesis. Autoimmunity. 2008; 41(5): 

353-362.

49. Hurwitz AA, Sullivan TJ, Sobel RA, Allison JP. Cyto-

toxic T lymphocyte antigen-4 (CTLA-4) limits the ex-

pansion of encephalitogenic T cells in experimental au-

toimmune encephalomyelitis (EAE)-resistant BALB/c 

mice. Proc Natl Acad Sci U S A. 2002; 99(5): 3013-3017. 

50. Maseda D, Candando KM, Smith SH, et al. Peritone-

al cavity regulatory B cells (B10 cells) modulate IFN-

γ+CD4+ T cell numbers during colitis development in 

mice. J Immunol. 2013; 191(5): 2780-2795.

51. Hurwitz AA, Sullivan TJ, Sobel RA, Allison JP. Cyto-

toxic T lymphocyte antigen-4 (CTLA-4) limits the ex-

pansion of encephalitogenic T cells in experimental au-

toimmune encephalomyelitis (EAE)-resistant BALB/c 

mice. Proc Natl Acad Sci U S A. 2002; 99(5): 3013-3017.

52. Jiang HR, Milovanović M, Allan D, et al. IL-33 attenu-

ates EAE by suppressing IL-17 and IFN-γ production 

and inducing alternatively activated macrophages. Eur 

J Immunol. 2012; 42(7): 1804-1814.

53. Milovanovic M, Volarevic V, Ljujic B, et al. Deletion of 

IL-33R (ST2) abrogates resistance to EAE in BALB/C 

mice by enhancing polarization of APC to inflamma-

tory phenotype. PLoS One.2012; 7(9): e45225.

54. Itakura A, Szczepanik M, Campos RA, et al. An hour 

after immunization peritoneal B-1 cells are activated to 

migrate to lymphoid organs where within 1 day they 

produce IgM antibodies that initiate elicitation of con-

tact sensitivity. J Immunol. 2005; 175(11): 7170-7178.



92


