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Efficiency of Hepatitis C|virus (HCV) in establishing persistent infec-
tion implies thut it has evolved pumeroua strategies in evading the
host immune reaponse. Indeed, HCV protins have been shown to in-
texfere at several levels with both the innate and adaptive response of
the host. Key targets of HCV over the host response ure found in the
Interferon (IFN) While the effects of nonstructural proteins
in counteracting the TFN| has been well esiblished, contro-
versiul remains the role of structural proteing due to conflicting results.
Hete we investigated the effect of the HCV structura) proteins on the
expression of In regulatory Factor-1 (IRF-1) a secondary
transcription factor in the UFN system, responsible for the induction
of veverul untiviral and imrounomodulatory genes, key in the innate
ax well as in the adaptive immune response. We found that in cclls
expressing the sntire ] replicon a substantial inhibition of IRP-1

ocours. Svupﬁudon of IRF-1 synthesis was mainly medi-
uted by the core structurp] protein and occurred at the Lranscriptional
level by inhibition of the|IRF-1 promoter activity, The core protein in
turn exerted a tranacriptional repression of several Interferon stimu~

suggest that the HCV core-induced IRF-1
role in establishing persistent infection
immunc response.
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Members of the [ regulatory factors (IRFs) fumily ure trun-
scriptional regulators thul play essential roles in the homcostasia
and function of the immune system. Recent studies indicate a direct
involvement of some bers of the family in the development of
dilferent subsets of dendritic cclls (DC). Here, we report thut (RF-1
is u potent modulator of the development and functional maturation
of DC. IRF-1 deficient mice (IRF-17) exhibited a predominance of
plasmacytoid DC and a|selective reduction of conventional DC, es-
pecially the CD8a* IRF-1* splenic DC (s-DC) were murkedly
impaired in their ability|to produce proinflammutory cytokdnes such
us IL-12. By contrust, expressed high levels of 1L-10, TGF-p and
the tolerogenic cnzyme (indoleamine 2,3 dioxygenase (IDO) indicav
tive of u wlerogenic phesotype. As a consequence, IRF-1* s-DC were
unshie to undergo full muturation and retained a plasmacytoid and
tolerogenic phenotype following virus infection both ex vivo und in
vivo, Finally, $«DC from IRE-1* mice were less efficient in stimulut-
ing the proliferution of dllogeneic T cells and instead induced an .-
10-mediatcd suppressive activity in allogeneic CD4*CD25* regulatory
T cells. Together, these results indicate that IRF-1 is a key regulutor of
DC differentation and maruration, exerting a varicty of cffcets on the
funcrional sctivation nnj tolerogenic potential of these cells,
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Streptococcus (S.) newmoniae is a corumon cause of community-
acquired pneumoni | which becomes more difficult to meat due to
emerging antibiotic resistance. Extending reseurch about the interac-
tion between S. pne ymoniae and innate immunity may result io new
therapeutic tools to | eat pneumnococcal pneumonia, Toll-like receptors
(TLR) are pattern | :cognition receptors which recognize conserved
molecular paiterns « xpressed by pathogens. Pneumolysin, an intracel-
lular toxin found i the pneumococcus, is an importance virulence
factor of 5. pneumq riae that is recognized by TLR4, Besides TLR4,
TLR2 is of importi 1ce for the recognition of S, pneumoniae by im-
mune cells. In prev ous reseurch we established that TLR2 KO mice
have an unremarkal le antibacterial defense during pneumonia caused
by setotype 3 5. pni umoniae (J. Immunol. 2004; 172 3132), We here
hypothesized that T .R2 KO are stil] able to mount un effective immune
rexponse to S, pnes noniae because they rely on activation of TLR4
by pncumolysin. T test this hypothesis we intranasally inoculsted
wild type and TLR ? KO mice with either wild-type S. pneumoniae
D39 (serotype 2) o pneumolysin deficient S. pnewmoniae D39, In ac-
cordance with our f evious study, TLR2 KO mice displayed a normal
defense against wi d-type D39. In contrust, infection of TLR2 KO
mice with pneumol 'sin deficient D39 resulted in un enbanced growth
of bucteriu relative to wild-type mice, indicating that in the absence
of the TLR4 ligand pneumalysin TLR2 does contribute to antibacte-
rial defense during - neumococcal These data suggest that
pneumolysin-induc d T1.R4 signalling can compensate for TLR2 de-
ficiency during the aduction of an adequate innate immune response
to pneumoniu caust 1 by S. pneumonide.
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The tumor necrosi. factar receptor fumily member CD27 has been
mainly implicated n T and B cell co-stimulution, Recently, it was
suggested that the ntcraction of CD27 und its ligund CD70 in early
progenitor cells pr vides o negative feedback mechanism that regu-
Iatcs hematopoiesi: during immune activation, To study the role of
CD27 in pulmonar ' infectiop and inflammation, we intranasally in-
fected wild-type (\ 'T) and CD27 knock-out (KO) mice with 5x10*
CFU of Streptococ. us (S.) pneumoniac und sacrificed the animale 24
and 48 h Jater. CD 7 KO mice had a strongly reduced outgrowth of
preumocoued in the lungs, a decreased dissemination of the infection
and a better survive rate. Pulmonury levels of Interlevkin (JL)-1f and
KC were reduced ¢ roughout infection in the CD27 deficient animals
and TNF (48h) and L6 (48 and 24h) concentrations were lower in the
systemic compurtrr 2nt, Moreover, the increased resistance of CD27
KO mice was assoc ated with reduced inflammation scores but higher
neutrophil counts i  bronchoalveolar lavage fluid at 48 h post infec-
tion. To investigute the role of CD27 in cellular recruitment from the
bone marrow durin { pncumococcal pneumonia, we transferred mix-
wres of WT and ¢ D27 KO bone murrow W lrradinted WT recipi-
ent mice, No diffe :nces in host infammatory responses, antibacte-
riul Jefense and inl lrating cell populations were found in mice that
underwent this mix :d bone macrow transplantation, thus ruling oul a
possible rale of €D 7 in a negative feedback on inflammation induced
hematopoiesis, In a [dition in vitro migrution und phagocytosis capac-
ity of CD27 KO ne itrophils did not differ frorm WT neutrophils and




