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1-INTRODUCTION 2-MATERIAL AND METHODS

Accumulating evidences show the existence of B-cells able to exert PBMCs from Heathy volunteers => B cells isolation (negative selection)
suppressing activities (Bregs) through different mechanisms. We
report on an increase of a specific B cell population with suppressive _GZMB"* B cells induction

regulatory functions in the blood of transplanted patients with long-

-Analysis of regulatory function
term graft outcome.

IL-21 oo
These B cells inhibit an effector T cell response through a granzyme B Fab('2) - ARG
(GZMB*) dependent mechanism. We showed that such a population is -2 = il ) ) oaae (L) ) F
present in healthy volunteer likely participating to a complex CpG/ODN * [/, * Ay
homeostasis cell orchestra and key regulator of immune response in (D40 \
. . . LT
chronic inflammation. @0
Bexp
The aim of our study is to characterize their phenotype, their mode (N:g';’g_)T cells (CD4+ 7R2""Ht'go_2; jlture
of action and we propose a method to induced them for future cell CD3 CD28 activation
therapy.
3- RESULTS
1- In vitro GZMB* B cells induction 2- Regulatory function of induced GZMB* B cells
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Around 17 % of GZMB+ B cells were induced (GZMB*, GZMB*; B cells inhibits effector T cells proliferation higher than non induced GZMB* B cells
B cells) after 3 days culture with CD40L, ODN, Fab’2, in GZMB and contact dependent manner, without inducing T cells apoptosis.
IL-21 and IL-2.
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N R After coculture with effector T cells, GZMB*, B cells induces T cells with regulatory
Addition of GZMB inhibitor in 3 days culture prevents B cell function in a GZMB dependent manner.
proliferation suggesting that GZMB secreted by GZMB™. B cells
concurs to their own proliferation.
4-CONCLUSION
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S GZMB" B cells We |.dent|.f|ed Breg ceIIs.W|th a dual regulatory ro!e, b.o’.ch blocking convenponal T cell
3 40- proliferation and inducting Treg cells but also maintaining cell homeostasis. These data
&)
@ evidence that GZMB* B cells are tightly regulated through a feed back loop control of
o ol T T proliferation and death suggesting a fine control of these cells able to maintain a
@ -
% physiological T cell response in healthy volunteers .
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GZMBiBcells + + + + We identified an efficient induction protocol for Bregs with stable suppressive activity.
GZMB innibiter - - + F
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GZMB*. B cells are significantly more sensitive to apoptosis These data provide new insights .mtc.) the GZMB* B ce!l biology and function as well as
compared to GZMB- B cells. new clues for novel future therapies in inflammatory diseases and cancers.
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