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Eftk:lc:DC)' ofHepatltls C vtru• (HCV) In eatabU&hiQ& persistem infec· 
don lmpllea lhiLt it b&s voJY«t oumeroua l!trlleJ:Iea In evòldinJ the 
host Immune rcaponae, . CM!, HCV proleiDI ha~ becn ~hown to In
ledere at sevmllcvels th botb tbc iMAte ud adaptlve responM of 
lhe hoaL Kcy tarpU of HCV over thc l'lost m!pOOIIC ~~re found In tbc 
lDlcrfcron (lfN) idpaliDI. While tbe effect.s of oonJtrvctural protelns 
ID C0W1tetaetin1 tht IFNirospon~~e hu been well esmblished, cootro
vcnllll temlli.fts tbe role o( sti'\ICI\Il'al pi'Qtelnw due to conllictinc reaulta. 
Rete wc lnveaiatted~etrect o! tbc HCV structural protcinJ on thc 
upralioll of la re;ulatot)' Factor·l ~-1) 11 sccondary 
awcripcion flçtor In lJIN aystem, r~ible fur tbe ìnductiua 
ol ~everul1111tivital ilDd mrwnomodulatmy genoa, key ID the lnna~e 
-u well aa ln.lhe adapti~e l.m.tn~ mponte. Wc found that In oclla 
exprculnJ t.he cntlre Hqv replìtoll a aubstanda\ inlltbttloo ot lRP· l 
oxpllpslloo ()CçWI. of IRF-1 syotbesis was mainly medi· 
llled by t.he cor. str\lCt\1 proteln and oocwt11d a1 t.he lr'8DsCripùonal 
lcvel.by lnhibition ut IRF·l J)tOQIOttr !l«ivtty. The com protcln. ln 
t\11'1\ Ptrtcd.a tranllerl onlll rapn:&&lon or .. vetallntmeron stlmu· 
lared•&tllll (lSOs) ta of tR.P-1, iucludin1 D..-l S. D...-12 and LMP2. 
n- resultJ teelpitu ln·a anifying mechanilm l.c:. rqxeuiun of 
IRP. l exprealun. lllllDY of m. 10 far described palhoJencdc e,ec~ 
of HCV CQt'O pmteln. IUIIFII that the HCV cott-loclueed IRF·l 
repreuioJI may ~y 1 p role In Cllt&b1JIIbin1 perlistent infec:don 
by dalmpeain& u etfecti t immune rcsponec. 
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Membe1s or the lnterf n I'CJUllltory (11Ctor5 (lftfls) flllllily lire trm
acription~ "'JUlaton; ul ploy cssential roles In rhc homc:o~ta~l• 
and (Unctlon ot' thc l m une Ay»tcm. Rcoent srudioa indic:ote a direct 
involvemtnt of fOII'Ic ben al tbc famlly in t.he development of 
di!(etent subseu of dcn~ùc cc:Jls (DC). Hm:. wu rcport thut lRF-1 
la a potcat modulator the devtloprnent and f'uncttonal mabiradnn 
of DC. J~-1 cJctlclent ce (IRF-1·1·) exhibited n prt<lomintlnce ol 
plumiiC)'toid DC and a Aolective reductlon o! conventlonal DC, 01• 
pecially thl CD8a' SII IRP·l.;. &picnic 0C (11-0C) w~ mtirbdly 
i~ ID tbelr ablllcy to p~ prolnft1111111111«Xy cytulduea vuch 
u lL-12. By coatn&Jt.lb e.llproasod hiah levals of n,-1 O, TGF-~ and 
tht toltrop!llo cn~ymc lndolcaminc 2,3 dioxygellilae (100) indica· 
ti ve or 11 toletoaeruc ~pe. As a conseql.lenc:c,lRF-1 +~-DC wcrc 
unahle tQ Ullder;o full 1 Ytunuion and retAined a plaamacytoid and 
toleroalllic phcoocypc ~ llowlng virua inlcction both u vi110 and in 
vivo. Finally, •·DC fro IRf.l "' rn.lc:c: wcrc lcw~ eftldent in ~timuhll· 
ins t.he prollfcru&ion ur o11eaeic T cells alld instead lnduccd an n..-
1()-medi~ Sl.lppreul acdvlty in alloaenelc CD4•C025• te&ulatory 
T ~Us. Toaet}ler, lheM ulta lndic:ate t.hat IRF-11& a kcy rc;ul11tor of 
DC d!lferentiatlon :w1 tlon, exertina a varicty or cff~u on thc 
Cunctlonal .mi va don a.n, toleroaeoic potential of thest celi s. 
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Srrf'Ptococcus (S.) •MIIIfiDfiiM ls a common ca.u&e ot c:ocnmunity· 
acquircd pneumoni 1 whlctl becomes moré dimr:ult 10 1n:11t due to 
omor&Jna andtl!otlc r~l~tancc. Extendln1 rcscurch aboutltlc lnuno
tion bctween S. PfU ~moniac: Md innllc Immuni t)' ITIIIY reault lo. oew 
thcrapcutlc tools to 1 w pncumooocolll plleWDOIÙO.'Toll·\iJcc rcocpton 
(Tl...R) ate paaem r !CO&Ditlon T~ which rec:opize coalltl'VCd 
molcculc pllltcmli 1 ~prcued by J)41hoaens. Pneumo\ysln, anlotnce1-
lulat toxln roand 11 the pncumococoua. is an importance vitulcnce 
factor or s. PMIIIfl( '!Ult that ls TCDDJOUed by n..R.4. Bes~s l\.R4, 
TLR2 is of iO'Iporo v:e for l!le reco1nltlon of S. ~ÙIIe by im
mune cella. lo pmv au& fCIIelll'Ch we eatablished dlat n.R2 JCO mice 
have an unrcmarbl te aritlbactcrilll defenae durint pDOilmonla cauaed 
by serotype 3 S. pno lllftoni~U (1. Immunol. 2004; 172: 3132). Wc hcrc 
hyporhoaized tbat T .R2 KO cc stlll ablc to mouJit 1111 effettive immune 
rctiJIOIIR' tu S. P"'• ftDIIIae becau .. they rcly on ac:tlvation of n.R.4 
by pneumolyAin. T 1 tm~t ÙÙ/1 hypothe$is we ultt&Dually inoculatcd 
wild typt and n.~ l KO rnlce wtih e!ther wild-type S. pM~ 
039 (serotype 2) 01 pnoumolysin dtflclent s. pMwrumiM 039. In Qc
cordancc wlth our I 't!vloWI study. TlR2 KO cnlce diq>layc~ 1 nonna! 
defcnsc aplntt 'Wi :i·typc D39. In CODUut. ~oo of n.R2 JCO 
mice with pllt\lmol 11n de11ctem 039 nllnlltcd In 'an enbaaced JI'Owth 
of bllctcrlll relative to· wild·type mice, indlcatlna that Iii tbc abaence 
of thc TLR4 llpnd pneumolytln' TI..R2 doea COdlrlbute to antlbacte
rlal dofcnec dur1ng: ncumococcal p~ Tbeee d'Ci sugat lhat 
pneumoly$ln·!nduc 'd 11.RA .•ignallln8 ean oompeasare for 11.R2 dc
ficiency d urina the oduclion of an eclcquate innatè Immune responSt 
to pneumonlll ca&W :1 by S. pneumtmlt.UJ • 

09-10/0 
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The wmor nccr011i. factor receptor Cwnlly mernbet CD27 has becn 
m•i11ly impllc~ n T a.nd B celi oo-»timulation. Rtctntly, lt wu 
suaaesud that tht ntcBCtlon of CD27 111Jci ha 11.-J CD70 in earty 
prolJcnitor cellil pn vides Q negativo fC4d.,..ck mechanlun tb.u te&U· 
l~rcs hcmat!)p<>lc.~l! durlns immune uctivotion. To lbidy lhc rolc ol 
CD27 in pulmouar · infactloo and lnllammatlon, we intrano.sally In· 
fcctcd wild-type (' 'T) ond CD27 ltnock-out (KO) micc with ~dO' 
CFU or St,..ptococ. ws ($.) P"tlllfiD"iat 1111d IIICTificed tbe anlmaiK 24 
and 48 h l~r. CD 7 KO micc had a KtTonsly reclucod ou(JtOwth of 
pncumocucci in thf lun ... Q decmsed dis.,.mlnatlon of t.he lnfection 
and a bctter ~rviv1 nate. PulmoiW)' le vela of Intetltukln (JL)-1 ~ and 
KC Wt~ l'ldllced d roushout inlecdon In t.he CD27 deftçitnt I!IJmah 
and TNF (48h) Qnd L-6 (48 1nd 24h) conc:cntr'adon~ were lowet in tlle 
systemio oompartn ~nt. Moreover, the incrca~ ~i~tance ol CD27 
KO mic:c wu &~~~~ex II1Cd wlth reduced lnllnmmation scores but hl;het 
Jteulrt)phil counts i bronclloalveolar lavagc flulcl at 48 h postlnfct· 
tlon. To lnvestiplc: t.he role of CD27 in cellular rtc:n~ltmcnt from the 
bon-e marrow d11rin 1 pncumoc:occalllncumonlll. we trantrerred mix
wroa of WT and < 027 KO bonc mWTow lu ln'lldlnttd wr reeipi
cnl Jllice. No dìff'e• :neo.• In h~t tnftammlltoly rcllponttl, Mllblctc· 
riw tlt:f~S~Ue atld inl lttatill& celi populatlon1 wcrc found in mice that 
undcrwcnt thla mix :d bone marrow transplantatlon. th11.' rulin11 uul 01 

pO!I~Iblc: rolc ofCD .71n a ncaadve feedback on inftftmmation lnduccd 
hematopolesls. In a ldltlon In vitro mi.Jitllliun UDd phllaocytoJit cap:ac
ily \lf CD27 KO n1 JtrophUa dld nOI dltfer l'rom WT ntlltrophill and 


