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BACKGROUND AND AIMS OF THE PROJECT METHODS

Ex vivo monocyte analysis In vitro DC-10 differentiation
Autoimmune diseases are characterized by the breakdown of the immunological tolerance, which T1D/RA/HD
leads to a detrimental activation of the immune system resulting in the auto-reactivity against erioheral
f-antigens . Interleukin 10 (IL-10) i -inf kine playing a pivotal role in th o144 e oL
self-antigens . Interleukin 10 ( ) is an anti-inflammatory cytokine playing a pivotal role in the “ blood I
: : : : , cells
establishment of peripheral tolerance. IL-10-mediated modulation of human monocytes during
dendritic cell (DC) differentiation promotes the in vitro generation of a subset of tolerogenic DC, GM-CSF (100 ng/ml)
known as DC-10, that efficiently induce antigen-specific Type 1 regulatory (Tr1) cells via secretion A"\ I:_Llélo((lloong//mlz
. . flow cytometr ng m
of IL-10 and expression of the tolerogenic molecules ILT-4 and HLA-G. We have recently reported malysts
that monocytes from multiple sclerosis (MS) patients are less effective than those isolated from ‘
healthy donors (HD) in differentiating into functional DC-102. This defect might be ascribed to DC-10
intrinsic or extrinsic defects of monocytes from patients with autoimmune diseases. Monocytes -
oo . subsets -
To address this issue, we aimed at: /
1. performing phenotypic, molecular, and functional characterization of peripheral blood LPS stimulation assay:
monocytes of autoimmune patients (Type 1 Diabetes and Rheumatoid Arthritis); - , 10 ' RENSETYE VIR Trl ‘”dUC“O”
2. characterizing the ability of these monocytes to differentiate into DC-10; e’ j ? {7 A . DC-10
3. evaluating the functionality of patient’s derived DC-10 in MLR assays (i.e. proliferative Mre =
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response, expression of activation markers on allogeneic CD4* T cells and induction of Trl ___® o . °0 110
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Results will improve the knowledge on DC-10 induction and functions in autoimmune patients. Nucleus o I ) CDI4LHCDI63+ 0 o s hypo- i
« D cetls proliferation e
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CONCLUSIONS FUTURE STEPS

DC-10 frequency is lower in peripheral blood of autoimmune patients compared to healthy subjects. To evaluate the expression of co-stimulatory and tolerogenic molecules (e.g. CD86, HLA-G and ILT4) on

Monocytes isolated from peripheral blood of autoimmune patients secrete higher levels of pro-inflammatory DC-10 in peripheral blood of autoimmune patients (phenotype and gene expression).

cytokines (IL-6 and TNF-a) compared to monocytes from HD.

To investigate the mechanisms underlying the low hypo-proliferation induction by autoimmune DC-10.

T1D and RA monocytes efficiently differentiate into DC-10, but are less effective in inhibiting | MLR. _ , _ ,
To assess the suppressive function of Trl cells induced by autoimmune DC-10.

DC-10 from autoimmune patients promote Trl cells at levels comparable to those obtained with DC-10 from

HD To define the ability of autoimmune CD4+ T cells to differentiate into Tr1 cells.
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