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ABSTRACT

Olcf drc i:Nr dec^de, a pf.liously unkno$n rolc hls Lctn .sreblish.d läf m.mb.rs of thc C/IBP
tmDscription fncror lämih iD lurs gcne esprcssior. In orh.f ofeans. C/[BPs erc w:ll knorn rcgulaLots of
cell dillifenti^tion and linked proccsses sLr.h as pmlilcratirn. apoptosis. gcrrc crpreslion a! $ell as fentml
feenlatoN of inflarmaton responscs anclinfcctious dcfr|llscs. The scope ol this drcsis is to inr:srigaLi thc rrlc
of C/EBP rransciprion lacrors in thc human and nousc hrrg is $ell 

^s 
a prttatilc rolc iD thc padlogcnesis of

chrcnic cnrsrrucrn. pulnonan discase tCOPD r. .\s a Iifsr approa.h, DN.\ l)irrding acti\ it! ol CllEBPS s $
stLrclied in !h. aN!a\ cpitheliL rolhunransendiDachltmiic.\\tlountltlarC/DBPIJislhcdomiDanL
I)\AJrinding C/EBP transcription lactor lnrcrcstingh! $c also löund lhrl (l/EBl'|3-aclilit) is in.r.asc.L iD

(hc airiavs oI as\Tpto aric snroke$, \'hcras smokeb that de\clop Cl()l'i) lack this incfcas.. \\'c
h\?othcsize th^r rlte|ed a.inin of C/EBP|3 i an11a\cpilhclial..llshasaprfliurshunlDornroleirrthe
path.,genesis ol COPD. H.rc it coul.l allerr the prodlction o1 inHammaton mc.tiakrrs and genes irr\ ol\ed in
nnri-oxidari\e ancl inlirclious (lefcr)ses iD iddilion to a{l}cting cpithclial tcll proliferrtion, therebr makine rhc

lunes nori: strsccptiLie ro destLrction ancl inHamnati(nr $hich auglrenr rhr Pfogfession of dn .lis.,$
InfiaDlmatiiD in CIOPII ruicalh cxhib;ts paftial fcsistar.c to tbe rrri-it{laDnnatort a.tiol of
glucocorricoids. \\'hen strrch nre glucocorticoicl signiling in (he hrne .pith.lirm. uc lound that the

glucoconicoid fcccptor'. at lcasl pa iall): nredia(es rhc cllr ts of glL(r)coiicoids in luttg epitheliun bv

inchrcing phosphorwlation of C/LRl'0, rhereh-v auernorring its DN,\-bin(lilrg trctivit\: I hi! raiscs lh.
possibili6 that the ctccrease in (l/EtsPJrindnrg acli\ it\ ir the ain!.1\ epi(hcliLInr ol paricnts $irh (-:OPD Drd
halc a causatire rcle Iör the felatilc r.sistance to glucocor(icoids sfcn in this.liscasc.

,\s a means to dccpcn oul undersra.cling ol th. (l/UBP familvs roli irr tltc lurg as $ell a! ro cfiticall-v

adclrcs rhcthcr C/DBPS ha\e a fol. nr (-iOIrD pathogorfsis rrclrclited p^rholosicalp.o..ss.s, an annnal
rnodel sås used drc (o 1hc limitatidls ir sarnpling tlre hum^n hDrg,,\s a Iirsr rpprcach to .\' rate whcrhef
Ll)c nlouse is a sLli|ahl. modcl to stu.t! C/DBP func(;ons in th. hrng. $c itrtsrigrtcd thc e\Pfessio| o1 (:/
EBP$ in rh. humaD and nousr lung epitheliLrm in a.lditidl to the lLnril rpirheliu ol (i()PI) p^(icn(s. ll\
rusing inurnohistocLcrrisrr\ $ e lirLrnd rhar ihc aclult c\prssior patLenr ol C/Fil3t's in thc moLtsc Iturg is

highlr snrilar to the erpression pancrn of C/EBPG and C/[,BPF in the human lLrng. sLrggcsting thc nrorxc

as a mitable model ro siLrclv drc C/EBP nrnrilv s role ir 11tg. In a.lclilion. \r' louncl that C/EBPct displar s

dvnimic erpr.sion during luDg de\elopiner( (hel togcrh.f $ith thc fcspirak)n clinrcsi of neonrtnl CllllllPcr
knockout niicc. suggcst a cNcial roh lof alll'iBPa in thc ddI'loprnenr ol rhe lung \\t genffat..la eain{l:
lirnction nrouse nrodel ectopi.alh .\pf.ssine C/EBPa in rLe Iung epirheliLrm iVZ'al a.rla Drn.l. and r l(,ss

of function inouse mod.l rsing $c Crc LoxP techoi.lue, silh lrnc.pith.lial clisnptitn of thc C/[,BPn gcne

iCråla^lr:micel to addrcss this hrnothcsis. Both Crrbldtt: n;c. and Fn'(, ft/7a micc diqnar strikingli
similar impairrcl lung phcuot\?es .lu ring de\ €lopnicnt ch aracLcrized ll a dcc teased n u ubc r ol gror ing
epithclial tulrules rhich alt larger h sizc as rtll as a lhickelrcd i|ttrxriLliLln, indi.a(ing thar th. t.Drpo spatial

crprcssion of CllEBPcr ir imponant lbr corrcct hrng cte\tlopmerL. l'urlh.r aclLrlt Li'l-,/a^Lfi rricc. that srulit
drc pcilaral le tlrllir\, clerr onsrrat. a sci erc patlrological pi.l Lr r. \ ir h I I eobk t ccll hrpcrplasia. lrrorchiolar
neraplasia, iibrosis and nrucus pluggir)g. logflh.f pathologi.allr dcfiDirl as l)ronchiolitis. 2l eDPht'selra and
3l .xt(rsi\t mrcrophagc and lynrPho.vl. infiltratioDs. C /EBPc has r vilal role in lLnle d.!.lopDr.nt aDd lurg
.Pitlxrlirl dilTcfentiation. Rcpair pro.csscs gcncrali! de\ccnd liom trrechanisms an.t sigDrlnrg path$a\s usc.l

cluing orgnr of (issrrc d.rclopmcnt. Thcrclcre, C/IiBI)n cortlcl harc a potcntial rolc also irr r cnrodclirrg
processes. \'hich in COPD padcnt\ eirher is inrpairecl or inadccluatr'. Thc tliagrtosis of COPI) is basccl on

cl;ricel, radiolosi.al and furctional liarures hui drcrc arc rdl Iecogrizcd hisLoPithological .orf.larcs
inclucling all thc hisrc,parhological lindings in thc (.I'rla^Lrtrricc. In linc $ilh this, it is lcnrptitlg to sFanlak'
that thc patlrologcal processer h COPD and C'råpa^Lt rrict sharc at lcast somc und.fh'ing trcchaDrsms,

$ith a ljnkage bet\f..n rh. cpidlelial dillcrcrtir(ion-repair pmccs inhcrcnt in UOPD d drc cPidrel;rl
clifltfentiation .luriDg lNr. clevelop enr. In srnnnar\r thc llndings prc$rtcd in this theris suggest drar

nlcsrigatioDs ol the role.l (l/FlllPs nr lhc patho:tcncsis of COPD coul.l pfovkle irnporant kno$lcdgc. that
mr\ potcntiall) senr as a bas.lör thc .to'cloPncnt of ne$ rfeanncn$ lör this cltrastating cts, At
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