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Resident macrophages have a dual origin
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Ly6C YFP* monocytes give rise to macrophages in peripheral tissues
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Absence of YFP labelling in resident CX3CR1- macrophages means that there is no ongoing
steady state contribution of monocytes to peripheral macrophages. These cells are prenatally
originated and then maintained themselves.
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YFP*Ly6C* and Ly6C monocytes are sequencially generated
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Adoptively transferred Ly6C* (BM and) spleen monocytes differentiate
into Ly6C- monocytes
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Monocyte subset dynamics: Ly6C* monos are precursors of
Ly6C monos
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Impaired BM exit of Ly6C* blood monocyte affects the Ly6C cell

compartment

Mixed BM chimera: CCR2*/* CX3CR1GFP/* CD45.1* : CCR27/-CX3CR1SFP/+ CD45.2*
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Prevalence of Ly6C* blood monocytes determines the circulation half-
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Conclusion
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Heterogenicity in lung CD11b* DC population.
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Lung CD11b*CD24*CD64~ Cells Are Bona Fide Flt3-dependent DCs,
whereas CD11b*CD24-CD64* Cells Are Csf-1r-dependent
Macrophages
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Lung CD11b* DCs are IRF4-dependent
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Like in the lung, gut CD11b*CD24*CD64" cells are bona fide DCs,
whereas CD11b*CD24-CD64* cells are macrophages
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Gut lamina propria CD24*CD103*CD11b* DCs are dependent on IRF4
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IRF4 has a prosurvival role and its absence in mucosal tissue CD11b*
DCs leads to apoptosis

Itgax-Cre mice x IRF4AGFP = excision of IRF4 only on CD11c* cells which became GFP*
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Fig.5

CD11b*CD24* DCs in SI (and lung) control Th17 responses
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IRF4-dependent CD24+*CD11b* lung DCs control Th17 cell responses

F Sublethal dose of live conidia
A. fumigatus infected, cD3*CD4* T-cells

. WT Itgax-cre Irf4"/1
o ung *k
d7 p.i. g — o
5.1 2.6 G S Cwr
w1l il — B /tgax-cre 14
< 27 e 37
i =
1 o
- 0 0 -
. 10
X 3 Owr
|3_-| “-’ ltgax-cre Irf4™
:'i 2 +?I_ 5 . gax-cre
— prd
1 L
-~ 0 0-
3 0.81 — 9] OQwr
3" ‘9‘3 . Itgax-cre Irf4f"
0.4 % 3
e pra
= L
= 5 "

20

Fig.5



Fig.6

Homology between human CD1c* DCs and murine CD11b* DCs.
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Human IRF4 expressing CD1c* DCs induce IL-17 T helper response
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Human IRF4 expressing CD1c* DCs induce IL-17 T helper response
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Conclusion

Identification of FLT3-dependent CD11b*CD24*CD64  bona fide DCs and CSF-1R-
dependent CD11b*CD24CD64* MACs in steady state lung and SI: existence of a
mucosal CD11b* DC lineage?

DC specific IRF4 deficiency did not fully ablate lung or gut CD24*CD11b* DCs, suggesting
that IRF4 is not involved in their differentiation but rather in their survival or

proliferation.

IRF4 involvement is not at the DC progenitor level. IRF4 appears to have a prosurvival
effect on NLT CD11b* DCs because the remaining lung CD11b* DCs lacking IRF4
exhibited enhanced mitochondrial fragmentation compared to WT cells.

Characterization of human and murine IRF4*CD11b* DCs found in mucosal tissues that
control Th1l7 T cell differentiation through the secretion of IL-23 during steady state
and inflammation. Human lung and blood CD1c* DCs pulsed with A. fumigatus hyphae
were superior at inducing IL-17A production by autologous CD4* T cells.
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