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Plasmacytoid DC
PDC expresses nucleic acid sensing TLRs, TLR7 and

TLR9 exclusively among pathogen sensors. In response
to TLR7/9 stimuli, pDC can produce vast amounts of type

| IFNS including IFN-o and IFN-[. iy (cDC)
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Human DC subsets




Type | IFN induction through TLR7/9 signaling is critical

not only for antiviral iImmunity but also for pathogenesis
of autoimmune diseases.
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IKKa Is critical for TLR7/9-induced type | IFN
production through the association with and

activation of IRF-7 in pDC. (Hoshino et al. nature 2006.)
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DOCK?2

The Rac activating molecule at the downstream of
neutrophil GPCR

Chemotactic factor — GPCR
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DOCK?2 is required for TLR7/9-mediated type |
IFN Induction in pDC
Serum cytokine level after injection of TLR7/9 agonists
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DOCK2-mediated Rac activation iIs critical for

IKKa activation in pDCs.

Impairment of IRF-7 nuclear translocation and IKKa
phosphorylation induced by TLR9 stimuli
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DOCK?2 regulates TLR7/9-induced
IRF-7 activation through IKKao
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Effects of IKK Inhibitor
on human pDC
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Arthritis Research Therap, In press.



Human DC subsets
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Xcrlis selectively expressed in CD8a+ DCs

Common name Probe ID pDC CD8at* DC CD8a DC
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Human peripheral blood DCs are divided
Into three subsets

Human DCs from peripheral blood
—————— Lineage (CD3, CD14, CD16, CD19, CD56)
negative & HLA-DR positive

BDCA3* DC




Human XCRL1 is selectively expressed in BDCA3*

DC
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BDCA3* DCs dominantly migrate to XCL1
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XCL1 s mainly produced by NK cell
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Serum XCL1 levels were decreased
In NK cell depleted mice
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CD8*, but not CD4*, T cells increase Xcl1
expression upon activation
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Human CD8* T cell and NK cell also can
express XCR1 ligands
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XCL1/XCR1 in
Innate and adaptive CTL responses
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C. Yamazaki et al.
BBRC, 397:756,2010.



