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Once tvpe | (IEN-a and 1EN-B) and tvpe HIT (TFN-A)
IFNs are induced by infection or other stimuly, they are
secreted by infected cells or stimulated pDCs and bind
distinct surface receptors on target cells. Although the
signaling pathways wiggered downstream of type | and
type 11 recepror engagement lead o similar transcrip
vonal responses, the receptors themselves are distinet
IFN-a and 1FN-B bind to a ubiguitously expressed re
ceptor (IFNAR) made up of IFNART and IFNAR2

I'he most striking difference berween IFN-o/f and TFN-
A action is due o receptor distribution (Figure 2). While

the IFN-a/B recepror is present on all cells, and all
nucleated cells can produce and respond w 1FN-a/B,
expression of the IFNLR chain of the 1FN-A rec cpror

1s thought to be limited primanly o epithelial cells [72)
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lation by IFN
In addition to their antiviral action, IFN-a and IFN-B
play a major role in orchestrating the development of the
adaptive immune response to infection, Thev do this
indirectly, via upregulation of cyrtokines, chemokines,
ind intermediate signaling molecules that affect immune
cell activation, growth and trafficking, and also via dircct
effects on dendritie cells (DCs), NK cells and lympho-
evtes. DCs act both as sensors of infection and antigen
presenting cells, and IFNs are one of the signals that

signify viral infection, Treatment of immature DCs with

t Iso become clear that IFN-ao/B signalingin 1. B
and NK cells has important  cellautonomous  con
sequences, and that responses to [FN-a/B by these cell
tvpes occur by both canonical and non-canonical ITFN
goaling wavs [86-88.89*°). In the abscnce of i
fection, the abundance of the Statl protein is low, but it s
nducced by rising [FN-a/B levels in response
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