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expressed by cells within the intestinal epithelium, where they may act to regulate local concentrations of Nod ligands to promote intestinal
homeostasis. We hypothesize that PGLYRP2 contributes to enteric immune homeostasis, at least in part through the modulation of Nod1/2
signaling. Our preliminary data indicate that PGLYRP2-deficient mice have reduced pathological changes (lower pathological scores and less visible
colonic inflammation) as well as reduced level of IL-17 producing CD4+ T cells 7 days after infection with Citrobacter rodentium. Together, our work
will shed light on the mechanisms by which these innate immune proteins induce immune control, ultimately leading us to identify novel therapeutic
targets for the treatment of inflammatory bowel disease.

T.105. Critical Role of ER Chaperone Grp78 for the Maintenance of Intestinal T Cell Homeostasis

Jung-Su Chang#, Séren Ocvirk!, Emanuel Berger?, Sigrid Kisling?, Uli Binder2, Are Skerra2, Amy Lee3, Dirk Haller!. 'Technical University of Munich,
Freising-Weihenstephan, Germany; 2University of Southern California Keck School of Medicine, Los Angeles, CA; 3Taipei Medical University, Taipei,
Taiwan

Defects in the endoplasmic reticulum (ER) stress associated mechanisms were recently implicated in the development of inflammatory bowel
disease (IBD). We previously demonstrated in the TNFAARE# mouse model for Crohn’s disease-like ileitis that aberrant expression of ER chaperone
Grp78 sensitizes intestinal epithelial cell (IEC) death. This is attributed to an aberrant cytotoxic CD8af+ IEL phenotype preferentially accumulating in
the epithelium. In this study, we characterized the role of ER stress associated mechanisms that contribute to intestinal T cell homeostasis in
TNF2ARE: mouse. We identified a critical activity of Grp78 as T cell intrinsic factor that mediated CD8af+ IEL homeostasis in TNFAARE mice.
Heterozygous Grp787+ mice revealed an attenuated granzyme B-dependent cytotoxicity of CD8ap+ T cells against IEC, suggesting a critical activity
of Grp78 in maintaining a cytotoxic phenotype. A deficient granzyme B production was associated with a defect in IL2-mediated proliferation of
Grp78/+ CD8ap+ T cells. Adoptively transferred Grp78-+ CD8af+ T cells showed a decreased frequency to accumulate in the intestine of RAG2-"
recipient mice. This suggests that Grp78 intrinsically controls intestinal T cell homeostasis and promotes uncontrolled CD8ap+ IEL cytolytic activity
against IEC that may further exacerbate disease manifestation in chronic intestinal inflammation.

T.106. The Role of Gammadelta T Cells in Progress of Colorectal Adenocarcinoma
Shunji Matsuda. NHO Ehime Hospital, Tohon, Japan

The role of gamma-delta T cells (dg T cells) in gut epithelium on colorectal adenocarcinoma has not been clarified yet. In this study, the T cells in
human colorectal carcinoma tissues were analysed by immunological staining using monoclonal antibodies. Transformation of epithelial cells and
progress of colorectal carcinoma in knockout mice were also examined. The results of these experiments were (1)gd T cells were decreased inside
colorectal carcinoma tissues comparing with normal colorectal epithelium. The decrease of gd T cells was significant in highly-moderately
differentiated cancer tissues. (2)The ratio of gd T cells in epithelium which is distant from cancer tissues were higher than that in marginal epithelium.
(3)Aberrant crypt foci were observed in every mouse strains 1-1.5 month after AOM-administration. The number of ACF was highest on gd T cell-
knockout mice. (4) Colorectal adenocarcinoma was observed only on gd T cell- knockout mice 5-9 months after AOM-administration. These results
suggest that gd T cells play a role in suppression of progress of colorectal adenocarcinoma.

T.107. HIF-dependent Effector T Cell Regulation in Inflammatory Bowel Disease
Eoin McNamee, Eric Clambey, Joseph Westrich, Holger Eltzschig. University of Colorado, Aurora, CO

During inflammatory bowel disease the inflamed mucosa becomes hypoxic due to increased metabolic demand and a paucity of available oxygen.
Stabilization of hypoxia-inducible factor (HIF) occurs within the cellular milieu of the inflamed intestine and directly affects the leukocyte
transcriptome. However, the effect of hypoxia-dependent signaling pathways on effector T cell function, critical for IBD pathogenesis, is poorly
defined to date. To address this we isolated murine CD4+ T cells subsets and exposed them to ambient hypoxia in vitro (1% O2; 6h). Of note,
hypoxia markedly repressed expression of the transcription factor Thet (Thx21; 55-fold), the master regulator of CD4+ TH1 T cells. In addition, these
transcriptional findings were mirrored at the protein level after 48h. In a proof of principal in vivo experiment, mice exposed to whole body hypoxia
(10% O2; 24h) displayed suppressed splenic Thet+ effector T cells. Furthermore, pharmacological stabilization of HIF attenuated all indices of
experimentally induced colitis while conversely, selective T cell-HIF-1a deletion exacerbated disease compared to WT counterparts. Based on these
preliminary studies, we hypothesize that mucosal T cell-HIF stabilization serves to attenuate experimental IBD by repressing TH1 effector function.

T.108. Study of the Mechanisms Exerted by Fructooligosaccharides from Yacon in an Intestinal Infection Model
Eva Maria del Mar Vélez2, Maria Bibas Bonet?, Natalia Castillo?, Oscar Mesdn2, Alfredo Grau?, Gabriela Perdigon’. 1Cerala-Conicet, San Miguel de
Tucuman, Argentina; 2Universidad Nacional de Tucuman, San Miguel de Tucuman, Argentina

Fructooligosacharides (FOS), obtained from Yacén roots, have a prebiotic effect when used as a dietary supplement. We studied if FOS from Yacon
can prevent enteric infection against salmonella typhimurium and the mechanism involved. BALB/c mice were divided into 4 groups: normal control,

Basal (45 days with FOS-340mg/kg/day), infection control (IC-without FOS administration) and treated group (TG-45d with FOS+s. typhimurium); IC
and TG groups were challenged at days 15, 30 and 45 with s. typhimurium. Translocation to liver and spleen, total and specific s-IgA, 1gA+, TLR4+,

CD206+, IL6+, TNFa, IFNy and MIP 1a + cells were analyzed after challenge. We found protection only at 30 days of FOS administration with an
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increase in the total s-IgA but not in the specific s-IgA levels for TG compared with IC group. In TG as regard IC group the N° IgA+, TLR4+, CD206+,
IL6+ and MIP 1a+, TNFa and IFNy cells were increased. We demonstrate that FOS from Yacdn roots prevent s. typhimurium infections up to 30
days of administration through non-specific immunity with increased total s-IgA, expression of TLR4 and CD206 receptors and IL6+ and MIP1a +
cells, that would improve immunological barrier mechanisms against s. typhimurium infection.

T.109. The Imnmunomodulatory Drug FTY720 Prevents Clearance of Citrobacter Rodentium Infection in Mice
Carola Murphy, Lindsay Hall, Grainne Hurley, Aoife Quinlan, Fergus Shanahan, Kenneth Nally, Silvia Melgar. University College Cork, Cork, Ireland

Background: The sphingosine-1-phosphate (S1P) agonist FTY720 prevents lymphocyte migration to sites of pathology and has shown great efficacy
in both human and animal models of autoimmunity and transplantation. However, its clinical use may increase the risk of opportunistic infections,
particularly in the gastrointestinal tract. We investigated the impact of FTY720 treatment in the Citrobacter rodentium model of colitis. Methods: Mice
were gavaged with vehicle or FTY720 (3mg/kg) for 6 days pre-infection. Post-infection dosing was continued every 2nd day up until day 12 (D12).
Mice were culled on D8 (peak-infection) and D14 (late infection/clearance). Throughout the study faecal viable counts were enumerated. At
necropsy, immune cell phenotyping was performed on blood (FACS). C. rodentium colonisation was detected using bioluminescence imaging (BLI).
Colons were weighed and measured and splenic CFUs were enumerated. gqRT-PCR and immunofluorescent staining was performed. Results: FACS
confirmed peripheral blood lymphopenia in FTY720-treated animals. CFU counts and BLI revealed inability of FTY720-treated mice to clear the
infection by D14 in contrast to vehicle-treated animals. Results were supported by clinical and histological signs of colonic inflammation. Gene
expression analysis revealed a deficient host immune response in drug-treated mice. Conclusion:Treatment with FTY720 impairs the mucosal
immune response to bacterial infection.

T.110. y3 T Cell Subsets Differentially Modulate af T Cell Responses to Enteric Virus Infection
Lijuan Yuan, Ke Wen, Guohua Li, Tammy Bui, Fangning Liu, Yanru Li, Jacob Kocher. Virginia Polytechnic Institute and State University, Blacksburg,
VA

Intestinal yd T cells may play an important role in modulating innate and adaptive immune responses to enteric viruses. We evaluated yd T cell
subset (CD2+CD8-, CD2+CD8+ and CD2-CD8-) responses to rotavirus infection (frequencies, tissue distribution, TLR2, TLR3, TLR9, IFN-y, IL-10,
TGF-B and FoxP3 expression) in gnotobiotic pigs. We also studied cytokine-producing profiles of the three subsets and their influence on o T cell
proliferation and cytokine production in sort-purified cocultures. Rotavirus infection induced a significant expansion of the intestinal CD2+CD8+
subset and significant increases in frequencies of FoxP3-expressing CD2+CD8+ yd T cells in ileum, spleen and blood whereas the CD2+CD8-
subset showed the highest increases in TLR2, TLR3 and TLR9 expression in ileum of gnotobiotic pigs. The CD2+CD8- subset had significantly
increased frequencies of IFN-y expression postinfection in pigs and significantly enhanced IFN-y production by CD4+ T cells in the cocultures. The
CD2+CD8+ subset produced significantly higher levels of IL-10 than CD8- subsets and significantly enhanced IL-10 and TGF-f production by CD4+
and CD8+ af T cells in vitro. Thus, the CD2+CD8- subset contributed to anti-viral immune responses by promoting CD4+ T cell proliferation and
IFN-y production. The CD2+CD8+ subset exerts regulatory T cell function in maintaining and restoring intestinal homeostasis upon enteric virus
infection.

T.111. Activation of B Lymphocytes in the Gut Associated Lymphoid Tissue of Weaned Mice After Intragastric Inoculation of Shiga Toxin-
producing Escherichia Coli

Romina Fernandez-Brando', Gabriel Cabrera’, Ariela Baschkier?, Elizabeth Miliwebsky2, Maria Mejias!, Cecilia Panek’, Maria Ramos', Marta
Rivas?, Marina Palermo!. 'Instituto de Medicina Experimental Academia Nacional de Medicina, Buenos Aires, Argentina; 2Instituto Nacional de
Enfermedades Infecciosas, Carlos G. Malbran, Buenos Aires, Argentina

After intragastric inoculation of E.coli 0157:H7 Stx+ strains (125/99)in mice, we observed an early decrease of B lymphocytes (BLym) percentage
(%) in Peyer’s patches (PP), with a simultaneous increase in mesenteric lymph nodes (MLN) compared to controls: mice inoculated with a E.coli
0157:H7 Stx- strain (605/03) or PBS (Ctrl). We aim to further study the BLym activation and trafficking. Flow cytometry analysis showed BLym
activation in 125/99- and 605/03-inoculated mice: at 12 h post-inoculation as an increased CD69+ BLym % from PP(meanxSD,n) (Ctrl=31.3+2.3,3;
605/03=43.1£4.5,3; 125/99=50.3+10.8,3; p<0.05), and at 24 h as a decreased CD62L MF! in Blym from MLN (Ctrl=1.6+0.2,2; 605/03=0.6+0.2,3;
125/99=1.2+0.1,3; p<0.005; the same tendency was observed for TLym, and for B and TLym from PP. After 12 h of i.v. injection of allogenic
CFSE+Lym only 125/99-inoculated mice showed an increased % of B220+CFSE+ BLym in MLN(Ctrl=12.6+0.8,4; 605/03=13.1+2.7,2;
125/99=14.7%1.9,4; p<0.05). Additionally, 125/99- and 605/03-inoculated mice showed an increased % of IgA+-BLym in PP(Ctrl=10.21+3.5,10;
605/03=13.6+2.6,15; 125/99=15.6£3.1,11; p<0.05), but only 125/99-inoculated mice showed an increased % of IgA+-BLym in NLM(Ctrl=5.9+1.7,5;
605/03=6.5+1.8,7; 125/99=8.00£1.2,11; p<0.05).Although both E.coli strains induced GALT activation, our results suggest that only the Stx-
producing strain was able to induce trafficking of BLym and to increase IgA+BLym in MLN.

T.112. Effect of Toll-like Receptor-2 (TLR-2) Deficiency on Transcriptomic Profile in DSS-colitis
Violeta Lorén, Elisabet Pedrosa Tapias', Cristina Sanchez', Patricia Romero!, Eduard Cabré?, Eugeni Domenech’, Josep Mafié!, lldefonso Cases?,
Juanjo Lozano'. 'Institut d'Investigacié Germans Trias i Pujol. Ciberehd, Badalona, Spain; 2Institute for Personalize and Predictive Medicine of
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