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Drug Formulation and Ad ation. The clinical
dosage form of KRN7000 was supplied as vials contaming
Iyophilized KRN7000 (0.2 mg), sucrose (56 mg). L-histidine

(7.5 mg), and polysorbate 20 (5 mg) and was stored at 2°C to

8°C. Just before admimstration, KRN7000 was reconstituted @
with 1 ml of water. KRN7000 was admunistered by slow i.v.
mfusion on days 1. 8, and 15 of a 4-weekly cycle. Before drug

ads ation. signs and symp of toxicity had to have
disappeared. Doses administered and number of patients in-
cluded at each dose level are summarized m Table 1
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producing NKT response induced with a-galactosylceramide-
loaded DCs.” Nat Immunol, 3:867.
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*  2007: Shimizu K, Kurosawa Y, Taniguchi M, Steinman
RM and Fujii S, “Cross-presentation of glycolipid from
tumor cells loaded with a-galactosylceramide leads
to potent and long-lived T cell-mediated immunity via
dendritic cells.” J Exp Med, 204:2641.
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Conventional and plasmacytoid DC
Spleen (whole) Bone marrow

B220

Spleen (CD11c+ by MACS)

Plasmacytoid DC

Conventional DC
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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
I IFNs including IFN-o. and IFN-B. Conventional DC (cDC)
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In human
Human DC subsets
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DOCK2

The Rac activating molecule at the downstream of
neutrophil GPCR
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DOCK2 is required for TLR7/9-mediated type |
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Serum cytokine level after injection of TLR7/9 agonists
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DOCK2-mediated Rac activation is critical for

IKKa activation in pDCs.

Impairment of IRF-7 nuclear translocation and IKKa
phosphorylation induced by TLR9 stimuli
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DOCK2 regulates TLR7/9-induced
IRF-7 activation through IKKa.
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