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WFFER R OME (Fi30) : = N Y —AIZATET 5 Toll-like receptor 3 (TLR3) 1w A LA H
D FEHIRNA (sRNA) 23Rk L 2 A T 1A v X —T = URORIEVEY A b A VEADOFE,
BRI OB Z I LTIV A VRSB ZFHERT 5, LNLRR G, EO L 9 IZHlaslh dsRNA
BT RY—ATHERBTHIPARATH D, RKWSETIZE L dsRNA @ poly (1:C) 12 & B TLR3 iE
AV AEAE 27T L poly (1:C) MELY jAF & = K Y — A TLR3 ~DELIE I & > 237 Raftlin
DMETHDHZ L, Raftlinld s 7 &2V o —AP-2 A L M L T dsRNA OHL Y IAZ Tl < =
EEH LM LT,

WFFe e OB (FE3L) : The synthetic virus double—stranded RNA analogue, poly(l:C),
extracellularly activates both the endosomal Toll-like receptor (TLR) 3 and the
cytoplasmic RNA helicase, melanoma differentiation—associated gene 5, leading to the
production of type I interferons (IFNs) and inflammatory cytokines, and dendritic cell
(DC) maturation. The mechanism by which extracellular poly(I:C) is delivered to
TLR3-positive organelles and the cytoplasm remains to be elucidated. In this study, we
demonstrate that the cytoplasmic lipid raft protein, Raftlin, is essential for poly(I:C)
cellular uptake in human myeloid DCs and epithelial cells. When Raftlin was silenced,
poly(1:C) failed to enter cells and induction of IFN-B production was inhibited. Upon
poly(I:C) stimulation, Raftlin was translocated from the cytoplasm to the plasma membrane
where it colocalized with poly(I1:C), and thereafter moved to TLR3-positive endosomes.
Raftlin physically associated with clathrin at the plasma membrane in response to poly(I:C).
Thus, Raftlin cooperates with the clathrin-AP-2 complex to mediate cell entry of poly (I:C),
which is critical for activation of TLRS.
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