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* Long-lived plasma cells are generated in the BM and maintained in niches
*  Plasma cell survival

— invitro: APRIL, IL-6, IL-10, IL-4 and IL-5 support survival

— invitro: IL-6 is crucial for PC survival

— in vivo: IL-6-deficient mice show a normal PC comparment in the BM

— APRIL-deficient mice show much reduced PC survival (also BCMA” = APRIL receptor)

- IL-6 and APRIL are important to maintain plasma cells in the bone marrow

Aim: To identify the bone marrow population that supplies survival factors for PC



Bone marrow populations
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F4/80* Gr-1'°% subsets in the BM

Gr-1°APRIL" cells
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2-Phenyloxazolone immunization protocol
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Eos cytokines promote plasma cell survival
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Eosinophils contribute to the survival niche for plasma cells
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No CXCL12 expression by
eosinophils 2 eos not
involved in recruitment of
plasma cells to the BM

Eos and plasma cells are

recruited to their niche by
same CXCL12 source

Suppl. 5



Balb/c and AdbIGATA-1 (eosinophil knockout)
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» Plasma cell numbers are reduced by 30% in the absence of eosinophils
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Long-term survival of plasma cells is dependent on eosinophils

» Protocol: 3x 20ug a-Siglec-F ip
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Conclusions and summary

F4/80* Gr-1'°% population in the BM
produces April and IL-6

the major source are eosinophils

Eosinophils provide survival factors
(APRIL and IL-6) for BM plasma cells

Eosinophils co-localise with plasma
cells in their niche (CXCR4
expression)
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Small intestinal lamina propria eosinophils

* 5% of small intestinal lamina propria immune cells are eosinophils
» - function under homeostasis is unclear A
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Eosinophils in the small intestine produce April and IL-6 as do
eosinophils in the bone marrow

Human
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Plasma cell numbers and secreted IgA are reduced in the LP of
eosinophil-deficient AdbIGATA-1 mice
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Eosinophils are essential for the maintenance of IgA+ plasma cells
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Eosinophils are essential for the maintenance of IgA+ B cells
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Smaller PP,
but normal
architecture
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In vitro: Eosinophils support both plasma cell survival and B cell
differentiation
A./B. coculture eos-B cells
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T follicular helper cells
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In the PP of AdbIGATA-1 mice Tfh cell-derived cytokines favour class
switch to 1gG1

Tfh: CD4+ PD-1+ CXCR5+ in PP
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GC B cells in PP of eosinophil-deficient mice preferentially switch to

PP
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CD103+
T cells and DC



CD103+ DC and CD103+ T cells including FoxP3+ Treg cells are reduced
in eosinophil-deficient mice
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Eosinophil-deficient mice have an altered microbial composition

16S rDNA (RU)
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Summary

Microbiota
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