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XYNTOMO BIOI'PA®IKO XHMEIQMA

I'evvnbnka otig 17/11/1984 o1 OeccoAovikn Kol KOTolk® ot Adpioa.
Amogoimmoa and v latpikn XxoAn tov Ilavemomuiov Oeccarioc to PePpovdpro
tov 2010, 6mov katélafa TV TPpOTN BE0N HETAED TOV ATOPOITOV KOl AVEYVOGO TOV
Opko tov Immokpdat pe Pabuod mruyiov 7.82/10. Tnv mepiodo 12/2010 - 12/2011
ekmAMpwoa v vanpecio vraiBpov ¢ vwoOxpeog wtpdc oto Kévipo Yyelog
Ddapradovag, I'evikd Nocokopeio Tpukdiwv. AkoAovBme, epydotnKa Yoo 6 Unveg ce
[Biwtikd Kévipo Amokatdotaong kot AmoBepaneing. Acknoa v Ewdwdtmra g
[Tvevpovoroyiog apywkd oty IMvevpovoroywkn Kiwikr tov I'evikov Nocokopeiov
Xaviov ywoo evvéa ufveg (10/07/2012 - 02/04/2013) xor otn ocvvéyewn otnv
[Tvevpovoroywn Kivun tov Iavemotuiakov I'evikov Nocokopeiov Adpisog amod
omov élafa tov titho g Ewdwdtrog petd and emruyeic e€etdoeig, otig 18/04/2017.
‘Extote ouvvepydlopon pe v Ilvevpovoroyikny KAwikn tov IMovemotnuoakon
I'evikov Noocokopeiov Adpioag wg akadNUOIKY VITOTPOPOS, GUUUETEYOVTIOG EVEPYH
0TO EPELVNTIKO Kol KAVIKO pdypappo e KAvikng, oty eknaidevon vEmv 10Tpmv
Kot peTamtuylok®v  eottntov. Katd to Swdommua: 01/04/2016 - 30/09/2016
exkmadevka ot Movada Evtatikng @gpameiag tov I[Moavemotnuiokod Tevikod
Nocokopeiov Adpioog vd v o1evbvvon tov Kadnynm Ernapevavoa ZokvvOivoo.
Tnv mepiodo 11/2013-11/2017 ekmdévnoa v mapovca Adaktoptkny Awotpiffny mov
oyetiletan pe To voonpuato tov vIel®kOTo Kot TN UEAETN KLTTOPIKMV (OIVOTOTMV.
Ex® ovppeTdoyel o€ 2 €PELVNTIKG TPOYPAUUOTO, v UEYPL oTiypng &y 11
TPOCPOTES ONUOGLEVGEIC GTO d1EBVI TOTO OAeC WG TPOTN N devTEPN GLYYpPUPENG, 9
amo TG onoieg og debvn emoTnUoVIKA TEPLOdIKA Tov gvpetnpralovior oto SCOPUS
kot PUBMED pe cvvolkd Impact Factor: 40.061. Eriong, éxo mapakorovdncel 60
O1ebvn Ko EAANVIKG GLVEDPLEL KOl EKTOLOEVTIKG GEpvVApLa, o€ 15 and Ta omola Exm
CUULETACYKEL EVEPYA ®C OUIANTPLO. YloL OLAPOPO EMIOTNHOVIKE Opota, eved &y

TOPOLGLACEL 34 TPOPOPIKES KO OVAPTIUEVEG OVAKOIVDGELG.
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EYXAPIXTIEX

H mnapodoo dwrpipr] ekmoviOnke otmv Ilvevpovoroywn Kiwiwkn tov
[Mavemomuiov Oeoccoriag kot oo Epyaoctmpro duvcioroyiag tov IMavemiomuiov
®eocooMag. ZKOTOC AVTNG NTOV 0 TPOSIOPIGUOG TNG CLYKEVIPOGNG TOV GAUPULVDV
IL-33 kot Tov dtedvtdv toug vtodoyémv sSRAGE kot sST2 avtictotyo 6to mhevprtikd
VYPO aclevdv pE SUSPOUATIKEG, KOKONOES Kol TOPATVELHOVIKES VTE(MKOTIKESG
ovAhoyéc. EmmAéov, dedopévou 6tL o1 dvo mpoavapepBEvieg onuatodoTikol AEOVES
EUTAEKOVTOL OTN SLOOIKOGIO TG IOTIKNG OVOOLAUOPP®ONG KPiONKe GKOTIUN 1) LEAETN
™m¢ In vitro emidopaong g HMGB1 xou IL-33 o¢ tpelg Pacikovg KuTTapikong
(QOVOTUTTOVG OV EUTAEKOVTOL OTN OlAOIKOGI0 TNG IOTIKNG EMOKEVNG, ONAAdY 6TV
KUTTOPIKT TPOGKOAANGT|, KUTTOPIKY| LETOVAGTELGT KOl TNV TKAVOTNTO GYNUATIGLOV
KUTTOPIKDOV GOAPOEODV.

Amo TV évapén g Topovcag HEAETNG UEXPL Kot TO TEAOG QTG 1 TOPOVGiaL
Kot GUUPBOAY KAONYNTOV, CUVASEAP®V Kol GIA®V TV KOTOALTIKY KOl 1] 0VAYKN Yo
Oepuég evyapiotieg oe GAovG givar Wwaitepa Eviovn.

H mpaypotomoinon tg mapovoag perétng oe Ba Mrav dvvarn yopig ™
kaBodynon tov AackdAov pov kot ETPAETOVTIO LTS TG SONKTOPIKNG SLoTPIP1S,
Koabnynm I[Nvevpovoroyiog kupiov Kevetavrivov 1. T'ovpyoviravy. 16img, Oa 0eia
VO TOV EVYOPIOTNOM Y10 TNV AOLAKOTMN Kol OVEEAVTANTY TOPOYN YVAOCEMVY Kol YEVESN
TPOTOTLTOV WOEDV, TNV EUTICTOGVVI TOL Kol T cuveyT N vrootPi&n| Tov.

Bafbtateg evyopiotiec Bo Mbeha emiong va exppdow otov Emikovpo
Kobnynm @vcwodroyiag xvpo Xotipro I'. Zapoyidvvny 7y TV OLGLOCTIKY
EMOTNUOVIKY PonBeld Tov, TV apyIKn opydvmon kot TeAk 610pBwon ¢ HeAég,
TIC €0OTOYEC KO ETOUKOOOUNTIKES TOPATNPNOELS TOV GLVETEAEGOAYV OVGLOGTIKA OTN
BeAtimon Kot oAoKAN PG TS TapoHGas datpiPrc.

Tig Oepuéc pov evyopiotieg Bo Mbeha va exppdow oty Kabnynrpu
[Tvevpovoroyiog kvpio Zoq Aavijh ywo v ouéprotn MO ocvumapdotoot,
AdLIAETTY) TOPOTPLVON KOl TIG TOAVTIUES CLUPOVAEG Kato TN OldpKeln EKTOVNONG
aTNg ™S SaTtpPms.

Oa nMbesha va evyopotioo ek Pabéwv tov  Avaminpot) Kabnynm
[Tvevpovoroyiog Iwavvn Kalopevion yo 11g moAOTHES GLUPOVAEG OTNV TEAKN

dopbmwon g datpiPng.
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Evydpioto kabnkov pov eivar vo €uyopiomo® To LIOAOUTO, HEAN TNG
entapelovg e€etaoctikng emrponne, Koadnynt) Epyooctnpuokng dvororoyiog kdplo
Avaotacio I'eppevi), Kabnynt| Nepporoyiog kopro Iodvvny Xregavion kor v
Kofnyntpia dvcloroyiog kvpia Xpven XatldyAov yio T GULUUETOYXN TOLG GTNV
Kkpion avtg g dwtpiPng. To deBvdg avayvopiopéVo ETIGTNHOVIKO TOVG KDPOG KOl
N eumelpio TOVG GUVETEAEGE CUOVTIKA GTNV TEMKT SLUUOPP®OT VTG TNG EPELVOG.

TéNog éva peyAAO €VYOPIOTH YPOOTH GE OAO TO TPOCOTIKO TOL TuUNUATOC
dvcloroyiag tov avemompiov Oecoariog kot Waitepa 6TOV GLUVEPYATN Ko (il
Raj Jagirdar ywo tv apépiotn GLUTOPAGTOCT), TN GUVEYN GVIOALOYT 0EDV Kot
EMICTNUOVIKOV OTOYEWMV, TNV €KTOIOELOTN Kol TNV OLCICTIKN GLUPOAN TOL GTO

TEYVIKO UEPOC TNG LEAETTG.
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NEPIAHWH

Tooo 1 wreprevkivn (IL)-33 660 kat 1 1 TPOTEIVN VYNANG KIvNTIKOTNTOG TNG
onadag Bl (HMGB1) cuviotovv TOALAEITOLPYIKEG TPMTEIVEG OV ek@palovtal
W0100VOTATIKA GTOL KOTTOPO. TOV 1GTIKOV  QPUYU®V. XNUATOd0TOOV HEG® TOV
VIOd0YEN KOTOOTOANG NG oykoyéveong 2 (ST2) kot tov vmodoyéo yio To TEAIKA
nmpoidvio mpoympnuévng un evlopatikng yiAvkolvdimong (RAGE), avrtiotoyya. O
POAOG TV SVO TPOTEIVOV SLOUPOPOTOLEITOL AVAAOYOL [LE TO KLTTOPIKO SLOUUEPICUO. GTO
omoio edpalovtat. EEwkuttaping, dpovv wg DAMPS (poplaxd tpodtuma oyetilopeva
He KotaoTtpoen) M alapuives, dtadpapatiloviog KaboploTikd poOAO GTNV KLTTOPIKN
OHOWOGTAOCT, 1O0TIKY] EMIOKELT Kot avadwpopemor. H evdokvtrapia onuavon
nopeumodiletor amd v mayidevon twv IL-33 kot HMGBI1 amnd tic dwohvtég
eEokuttdpieg 1oopopeég SST2 kat SRAGE, avtictorya. Téco ot ahapuiveg IL-33 ko
HMGBL1 660 kot ot StoAvTéC 160H0pPEG TV VITodoxEmv Tovg, SST2 kot SRAGE
avtiotorya, eumAékovior otnv  waBoeuoloAoyioh  TOAADY  VOONUAT®V  TOV
OVOTTVELGTIKOV cLGTHHOTOC. Evtodtolg, o poAog Toug ota voonuata Tov vrelmKoTta
etvar eldyota peretnuévoc. Ot KupldTePOL GTOXOL TNG TOPOVGOS OTPIPNG NTOV
TPMOTOV 0 TPOCIOPIGUOG TG cvyKéEVTpmons TV I1L-33 ko HMGBI1 kafdg kot tov
SWALTAOV VTOJOYEMV TOVG O OUOPWOUOTIKES, KOKONOES Kol TOPATVELUOVIKES
vrelokotikég ovAloyég (YX). Agvtepov, N digpgdvnon g in Vitro emidpacng tov
YOUNAGV KoL VYNAGY cuykevipooemv TV IL-33 kot HMGB1 and ke tomo YZ, oe
TPES  ONUOVTIKOVG  KLTTOPIKOVG  QPOVOTUTOVG 7OV  EUTAEKOVTOL GTNV  LOTIKN
aVOSLULOPPMOT]. ZVYKEKPIUEVO LEAETHOMNKAV 1 KVTTOPIKT TPOGKOAANGT, KUTTOPIKY|
HETOVAOTEVCT] KOl 1KOVOTNTO GYNUOTICHOD GQOIPOEWDV GE KLTTOPIKN OCEPA
kaAonBwv pecodnitaxmv kuttdpov MeT-5A. Téhoc, a&oroynnke N enidpoocn g
xpong avacvvovaouévav IL-33 kou HMGBI1 otovg tpeig avotépm Kuttapikods
QoVOTLTOVG UE YpNoM KLTTAPKNG oelpdc MeT-5A. Amd v mopodco HEAETN
TPOEKLYE OTL dEV VLINPYOAV CNUAVTIKEG dOPOPES OTn cvykéEVTpmon tov 1L-33 kot
sST2 peta&h TtV OUOPOUATIKOV, KOKONO®OV Kol TOPATVELHOVIKOV Y.
A&oonueiota, ta eminedo g HMGB1 kot sSRAGE ¢dvnke mowg pmopodv va
dtakpivouy amoteAecUaTIKA To Sudpdpate. amd o, eEWpdpata pe oplokés Tiuég (cut-
off values) mov yapoaxtmpiCovior omd vynA evacbnocio kol  €101KOTNTO.
Emunpbdobeta, mopatnpndnke o eoptopevn and v nikio dgopomoinorn tov

emmédov HMGBI1 ka1 SRAGE otic Y. [TiBavoroyeitar 611 | IL-33 cvvietd mpoidv
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TPOVUOTIGHOD KOt OEIKTN KUTTOPIKOV OTPEG TOV UECOOMAOK®OV KLTTAP®V OTIS
dwopmpatikés YZ, evo otig kKakonfeig YZ mpoidv apdivong. Emiong, ewkdleton 6tin
HMGB1 cvviotd mpoidv tov epufpdv aiplocoipiov Kol TV AEUPOKVLTTAP®V GTIG
kakonOeig YX. Ocov agopd Tig In VItro emidpdcelg tov Younidv Kot VYniov
ovykevipooewv IL-33 kot HMGB1 oty kuttopikn TpocokOAinon, LETAVAGTELGT Kot
KOvVOTNTOL.  GYNUOTIGHOD  KUTTOPIK®V — COUPOEWDV,  TO  OTOTEAEGLOTO
SLPOPOTONONKOY GNUOVTIKE OVAAOYO [LE TO XPOVO TNG PAEYUOVAOOOVS O1OOIKAGTOG
Kot tov TOomo g YX. Téhog, dcov agopd Tig In Vitro emdpdoelg g
avacvvovacpévne IL-33, mopatnpnbnke OtL 1 KOLTTOPIKY] UETOVAGTELCT TOV
KalonOwv pecotniakmdv KuTtdpov peumdnke pe 0060££0pTOUEVO TPOTO (CTUTIOTIKA
onuovtikd amotedéopoto yio tinéc >1 ng/mL). H ypron avacvvévacuévng HMGB1
oe ovykévipoorn 50 ng/mL peiwoe onpavtikd TV KLTTOPIKT TPOCGKOAANGT Kol GE
OVYKEVIPAOOELS ioeg N peyaAddtepes Tov 100 ng/mML peidoe onpoviikd v mepipetpo
KUTTOPIKOV o@opoelddv. Ta svpnudra pog vroypappilovv évav avadvopevo poro
TV onuatodotikdv afovov 1L-33/sST2 ko HMGB1/sSRAGE otnv mafogucioroyia,
TV peketovpevov Y. Qaivetor tog site avtdvoua gite Kot 6e cuVOLOCUO e GAAL
ONUOTOOOTIKA  UOPL.  EMOPOVYV  OTOLG  EMOOPHMTIKOVG  UNYXOVIGUOVG  TNG
TpOVUOTIOUEVNG  HecoONMaKNG oTifddag Om®G otV  KLTTOPIKY TPOCKOAAN oM,
LETOVAGTEVGT KO IKOVOTNTO GYNUATIGHOL cpapoedwv. H og Bdbog katavonon tov
POAOL TOV OACPUIVOV GE UNYAVICUOVG 1OTIKNG emdOpOmong pmopel va Pondnost
oV avanTuln vEOV 6ToxeLHEVOV Bepamedy 1000 otV o&ela 660 Kot otn YpodVIa

vOG0 10V VTEL®KOTA.
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KE®AAAIO 1: AAappiveg R DAMPs

1.1 AAappiveg

To avomvevotikd cvomuo ektiBeton kabnuepwvd oe mAnBopa pikpoPimv,
epeBoTIK®V 0VOIBV, aAlepylOYOVEVY, TBavOV axpaieg Oepuokpacies Kot 0&éa, ®g K
TOUTOL O PAEVVOYOVOG TMV 0EPOYWYDV GUVICTO €VOL CMUAVTIKO QUOIKO OUVVTIKO
epaypd évavit mofoyéveov kol mokidwv epebiopdtov. H 1otk PAEPn xor o
KLTTOPKOG Bdvatog onuatodoteiton amd evookvTTapLa LOPLE TOV ameAeLBEpOVOVTOL
eCokuttaping madnTkd amd TOLG TPOVUATICUEVOLG T VEKPOUEVOLG 16TOVC, &ite
EKKPIVOVTOL EVEPYNTIKA UETA amd £vTovo otpeg TV (dvtov kuttdpov [1]. Ta udpla
avtd ovoudlovtal poplakd mpdtvmo mov oyetilovian pe katactpoen (damage
associated molecular patterns, DAMPs) 1 aAappiveg (alarmins) (Ewkéva 1) [1-4]. To
OVOGOTOMTIKO GOoTNH aviyvevel kot omavid ota. DAMPS pe tov 1010 tpdémo mov
aVIYVELEL KOl OVTILETOMI(EL Taw poplakd potifa mov evtomilovion oe pkpofiokd
naboydva (pathogen associated molecular patterns, PAMPS) [5]. Ta DAMPS 6umg o€
avtiBeon pe 1o PAMPS  givor  evdoyevelg, 1dwoovotatikd  ek@palOpEVES
TPOTEIVEG/TENTIOW.  TOV  EVEPYOTOLOVVTIOL (G OMOTELECUN  OMOKOKKLOTOINOTG,
Kuttopkng PAAPng N vékpwong (Mivaxkag 1) [1, 5]. Me dAlo Adylo mpokeLTar yio
HoploL TOL £YOVV PUVGIOAOYIKO POAO EVIOC TOV KLTTAPOV, OAAN OTOKTOVV TPOGOETEG
Aertovpyieg Otav  extibeviar o100 eEmKvTTAplo  TEPIPAALOV: TPOEWOOTOIOVV  TO
yeuvidlovta KOTTOpPA Yoo TOV Kivouvo (OAapUiveg), OlEYEIPOLV  PAEYLOVMOELG
AVTIOPOCELS (G EVEPYOTONTEG TOV OlVOGOTOTIKOD GUGTIHOTOG, SPOVV YNUELOTAKTIKA
Kot TEMKA TpomBov T dadikacio kKuttapikng kavn otikng avayévvnong (Mivakag

1) [1-6].
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Qot6co, 6tav ta DAMPS amelevbBepmdvovior oe mepicosio and cofoapd
TPOVUOTIGIEVOLG 1OTOVG, 1) LEYLIOTH GVOGOAOYIKN S1EYEPGN TOL TPOKAAOVV UTOPEl va
KataAngel og o duvnTikd Bavatneopo “kataryido kvtokwvav” [7-9]. Avénuéva
enineda DAMPS ctov 0p6 €rovv cuoyeticobel pe pAeypovmdelg acéveleg, OTmG oY
[10, 11], abnpooxkinpuven [12], ocvomnuatikd epvbnuatddn Avko [13, 14],
pevpatoedn apbpitda [15, 16] voco tov Crohn [17] kot T0 HETOGTOTIKO SLVOLIKO
evog kopkivov [1, 10, 12, 18-21].

Ta DAMPs npotoneprypdenoav omd tovg Robert Lehrer kot cuv. to 1985 wg
"avTuikpoPlaxd memtiow" (antimicrobial peptides, AMPS) kot élofav 1o Ovoua
“apovriveg” (defensins) [22]. Xt cvvéyewa, to 2004, ot Yang kot Oppenheim [23],
avayvopicov 0Tt To LOPLo OVTA ATEAELOEPDOVOVTUL TAYXEMS MG 1 OPYLIKT ATOKPICT) TOV
OPYAVIGHOV £VOVTL TNG AOTUMENG KOl TOV U1 TPOYPOUUHUOTIGUEVOL KVTTAPIKOD BovATo
ONUATOS0TAOVTOG TOV 16TIKO Kivouvo kot €hafav 1o dvopa “arappives”. TTAn6oc
HEAETAOV GTNV TopEelaL amokdAvYay OTL Ol GAOPUIVES EYOVV YNUEIOTOKTIKY KOVOTNTO
KO IKOVOTNTO EVEPYOTOINGNG TOGO TMV KLTTAP®V TOV ERPVTOV 1) EvO0yeVoD( (innate)
0G0 KOl OUTOV TOL EMIKTNTOL T ZTpocoppootikov (adaptive) avocomomTiko
ovotiuatog [23-31]. Eivar onuavtikd emiong va tovicOel 6tt ta DAMPs eivan
KEVTPIKOL JUEGOAUPNTEG OTNV EMOKEVT- EMIOPOMOT- ETOVAMON 16TOV UETA amd

TavTog 100VG PAEYHOVI- oTElpa 1 Aotumon [5, 21, 32-50] .
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MMivaxkag 1. Kopieg xatnyopieg, vmodoyeic kot PloAoykd omoteAéopoTo TGV

QAQPUIVOV.

MpoéAeuon Alappiveg Ynodoyxéag Apdon

Mpogpxopeveg and | Apuvtiveg (a,B) CCR2,CCR6,TLR4 AvtiuikpoBLakn dpdon

OLITOKOKKiwoN KaBeAowrivn CXCR2, FPRL1,TLR7,8,9, | ZTpatoAOynon AEUKOKUTTAPWY
(LL37/CRAMP) P2X7, EGFR, MrgX2,
Hwowodhkn TLR2 Evepyomnoinon M¢ kat DCs
veupotoéivn (EDN)
KokktoAuaoivn TLR4 Mpoaywyn avoocoavtldpdoewv

Mupnvog HMGB1* CXCR4, RAGE, TLR2,4,9 | PUBuLon G yovidlakng Letaypadng
HMGN1 TLR4 JTpatoAOYNnon AEUKOKUTTAPWY
IL-1a IL-1R Evepyonoinon Md¢ kat DCs
IL-33* ST2 Mpoaywyrn avocoavtidpaoewy

Kuttaponiaopa HSP60,70,90,96 TLR2,4, CD91 Ouoldéotacn KUTTApwY
Mpwrteiveg S100 RAGE, TLR4 ZTPATOAOYNON AEUKOKUTTAPWY
ATP P2Y2,6,12, P2X1,3,7 Evepyomnoinon M kat DCs
Oupkd 08U P2X7 Mpoaywyrn avoooavtldpacewv

*Emionuaivovtat ot urto UEAETN adapuiveg
Suvrouoypaiss: ATP, Adenosine triphosphate; tpwpwopopiki abdevooivy, CRAMP,
Cathelin-related antimicrobial peptide, avtiuikpoBiako mnentidio oyeti{Ouevo UE TNV
kadeAivn; CCR, Cysteine/cysteine (C-C) motif chemokine receptor, CC umobdoyeac
xnuetokivne; CXCR, Cystein/X aminoacid/cystein (C-X-C) motif chemokine receptor,
unodoxéag CXC ynuetokivwv; DCs: Dentriitc cells, devdpitika kUttapa; EDN, eosinophil-
derived neurotoxin, nwotvopiAikn veupotofivn; EGFR, Epidermal growth factor receptor,
unoboxéac emibepuiko auéntikoUu mapdayovra; FPRL1, Formyl peptide receptor-like 1,
unodoxéag tumou 1 @opuvA-nentibiwv; HMGBI1, High-mobility group box 1 protein,
npwteivn vYnAnc kivntikotntog tn¢ ouadoac B1;, HMGN1, High-mobility group nucleosome-
binding domain 1 protein, mpwteivn vPnANc KvnTIKOTNTOG SECLEVONC VOUKAEOCWUATOC
turnou 1; HSP, Hot hock protein, npwteivn Geputkov otpeg; MrgX2, Mas-related gene X2;
Mas oxeti{opevocg ouleuypévog He pwtelvn G urtodoxeag X2; Mo, uakpopaya; P2Y2, P2Y
purinoceptor 2, mouptvolumodoyeag P2Y2; P2X, P2X purinoceptor, mouptvoimodoyxeag P2X;
RAGE, receptor for advanced glycation end-products, umobdoxéoa¢ teAlkwv mpoioviwv
npoywpnuévne un evlvuikng yAvkoludiwong, ST2, suppression of tumorigenicity 2,
unodoxeac kataotoAr¢ tne oykoyéveonc tumou 2 TLR, Toll-like receptor, umtodoxeic tumou
Toll

Tpornomnotnuévo amno: Yang G, Han Z, Oppenheim JJ. Alarmins and immunity. Immunol Rev.
2017;280:41-56.
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H ékkpion tov olopuivév ekkivel omd TOMKO 10TIKO TPOLUOTIGHO, £)EL
wotd6co mopatnpndei 6Tt o DAMP dpovv kot oe amopakpucuéveg amd ™ PAGRN
0éoelc, kol 10img otov mvevpovikd mapéyyopo [1, 11, 51-54]. Xe avty ™mv apyn
Boaciletar kot 0 OpPWOUOG NG TOAVOPYOVIKNG OVETAPKEWS HETA omd  10TIKO
TPOVUOTIONO  amOTOKO  AOIH®ENG, OMOV  OLGLUCTIKG VTAPYXEL MO VITEPUETPN
QAEYHOVAOONG 0vOGLoKT omdvtnon péow g vrepmapaymyns DAMPS 11 péom pog
“kotoryidag kutokvav” [1, 11, 51-54].

Eivar evdwpépov emiong 6t 1 yoyxohoykr, kav ofeio €viovn €kbeon og
OTPEGOYOVO TOPAYOVTO, EAAEIYEL EUEOVODS KLTTOPIKNG KOTOOTPOPNG, UTOpPEl va
TPOKAAEGEL TOTMIKEG KOl GUGTNUATIKEG OTEIPES PAEYHOVMDOELS amokpicelg [38, 45-57].
Ta DAMPs propel va dtadpapaticovy poAo Gty €KTOCT OVTMV, DTOONAMVOVTAG OTL
Ol CAQPUIVES SPOVV YEVIKOTEPQ (OC CTLOTA KIVOHVOL KOl Ol LOVO OC CHLOTO IGTIKNG
Kataotpo®ng [33, 46, 51-57]. H enayduevn and otpeg oteipa @Aeyov TPOKaAEl TNV
napoywyn DAMPS mov elvar aviyvedoylo 6TOvg 16TOVG KOl GTNV GUGTILHOTIKY
KUKAOQOPioL OTTmG €Yl Qovel amd eX VIVO kat in Vivo peiéteg [33, 46, 51-57]. Xteipa
QAeypovr mpokoAgitar omd mowiMa epebiopdTOV OTMG: TO PNYOVIKO TPOvU, M
oo, To YKEQOAMKO TPAda, TO YOXOAOYIKO OTPEC, TEPPAALOVTIKEG KOTAGTAGELS
(Yo Topadetypo n vIeptdING axtivofoiia) Kot 1 uoloAoyikn yipaven [33, 46, 52-
57]. H yqpavon paiota oyetiletan pe po ypovia, Hmio. 6€ EVIAoT, GTEIPO PAEYLOVT
mov yopoktnpiletoar amd Vv ékkpion DAMPs [46, 55]. Tevikotepa, m oteipa
eAeypovn umopel va gival evepyetikn N exPrapng yia tov Eeviot) [51-56]. Tomkad
oteipa PAeyHovVOONG amokpion pmopel ite va mpodyst v opotdctaot, ite Onmg
&xel mopatnpnbel oe ypovieg mabnoelg, 6mwg N ooteoapOpitda [15], umopel va
odNyNoel oe TOPOELGHOVG TNG VOGOV HECH HOG “KOTowyidog KLTOKWVAOV” 1 omoia

umopet duvnrikd va amofel Oavotmeopog [53, 57].
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Ot ohoppiveg evepyomoohv TO OVOGLOKO GUGTNUO KOl OOCKOUV  TO
YNUELOTOKTIKO TOVG POAO €lTE 0pOV GVVEEDOVV e VTOSOYEIG AVaYVMDPIONS TPOTVTMV
(pattern recognition receptors, PRRS) [1, 6], gite apod vroctovv evdokvttdpwon [6,
53-60]. Ta. DAMPS dwapopomotovvtat kot dtakpivoviot €€ atiog g 6VVOECTG TOVGS
ue d1apopovg vrodoyeic, ommwg vrodoyeic tomov Toll (Toll like receptors, TLRs),
tomov NOD (nucleotide-binding oligomerization domain-like receprors), vmodoygig
tomov ALRs (absent in melanoma 2 (AIM2)-like receptors, vrodoyeic tomov RIG-I
(retinoic acid inducible gene) ka1 vrodoyeic NLRP3 (nucleotide-binding domain,
leucine-rich-containing family, pyrin domain-containing-3) «.a. (ITivakag 1, Ewova

1) [1, 6, 53-65].
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Ewkova 1. Inuatodotikog dfovag alapuwvwv HMGB1, 1L-33 pe toug umodoxeic toug RAGE
Kot ST2, avtiotowa. Ot ahapuivec HMGB1 kat IL-33 ameAeuBepwvovtal amo Tov KUTTAPLKO
mupnva Omou Kuplwg edpalovtal, MPog Tov €EwWKUTTAPLO XWPo He SVO TpOmouc: eite
nadnTkd and vekpwHEVA KUTTOPO €iTE ekkpivovTal gvepynTikad amod {wvta KUTTapa KATW
and ouvolnkeg otpes. AkoAoUBwWG cuvdéovtal e UTIOSOYXELS avayvwpLong mpotunwy (PRPs),
OTnN OUYKEKPLUEVN Teplmtwon pe tou¢ RAGE kot ST2 avtiotoya. H ouvdeon autn
gvepPYOTIOLEL EVOOKUTTAPLOUG KOTTAPAKTEG E TEALKO QTTOTEAECUO TNV TAPAYWYH KUTOKLVWY
KOL XNMEOKWWY, TN OTPATtoAdynon KuTtapwv Kal ¢Aeypovhy. Itnv mopela NG
onpatodotnong sumAékovtal ot SLaAUTEG oopopdég Twv umodoxéwv SRAGE kot sST2
avtiotolya, HITAOKAPOVTAG TN CUVOEDH TWV QANPULVWVY LE TOUG SLOUEUBPOVIKOUC UTTOSOXELS
TOUG,.

Suvrouoypaiss: Gene transcription; yovibiakn uetaypaen;, HMGBI1, High mobility group
box 1 protein, mpwteivn vnAnc kvntikotntag tne ouadoac Bl; IL, Interleukin, wvtepAeukivn;
PRRs, pattern recognition receptors, urtodoyeic avayvwpiong npotunwv; RAGE, receptor for
advanced glycation end products, umodoyéa¢ TEAIKWYV TPOIOVTWYV TTPOXWPENUEVNG UN
evluuartikn¢ yAukoluAiwong, sRAGE , soluble RAGE, StaAuth toouopern unodoxéa RAGE;
sST2, soluble ST2, StaxAutn toouop@n unodoxéa ST2; ST2, suppression of tumorigenicity 2
receptor, UTOSOYENG KATAOTOANC TNC OYKOYEVEDNC TUTTOU 2

Tpomomnoinuévo amnod: Chen GY, Nuifiez G. Sterile inflammation: sensing and reacting to
damage. Nat Rev Immunol. 2010;10:826-837.
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H ovvdeon tov arapuiveov pe toug PRPS gkkivel mowileg 0600g petarywyng
ONUOTOG MG OULVTIKN OmOKPIoT TOL OPYOVIGHOV. XVYKEKPIUEVA, 1 ameAevBépmaon
aAOpUivOY  omd  KOTESTPOUUEVOVS 10TIKOVG @PayHovg Tov Eeviotr odnyel og
EVEPYOTOINGT AVOGOKVTTAP®V OGS HAKPOPAY®V, devdpitik®mv kuttdpwv (DCs) dote
va mopoaydet omd avtd pio TANOGPA PAEYUOVOIMV HEGOAAPNTAOV TTY. 0yYEIOOPUCTIKEG
apiveg kot mentidw, petoforiteg Mmdiov (m.y. AEVKOTPIEVIO KOl TPOGTUYAAVOIVES),
YNUELOKIVES KOl KUTOKIVEG, TOV WE TN GEPA TOVG oL EVOPYNOTPMGOVY TNV YNuetotasio
TEPLGGOTEPMV AEVKOKVTTAP®V (7). OVOETEPOPIA®V, povokvTtdpmv kat DCS) kot tnv
EVEPYOTTOINGN TEAECTOV (.. CUUTANPWOLO, POYOKVTTAPO KAT) Y10 TV OTOUAKPLVON
N anopovoon Tev elforémv 1 tpavpatiopévev otov [1-3, 6, 24-27, 37, 60-65].
"Eto1 emutpénetal otov EEVIOTN VO AITOKOTOGTHGEL TN AEITOVPYIKOTNTO KOl OLLOIOGTOOT)
TOV KUTTAPOV KOl 10TOV TOV. XOPOKTNPIOTIKA, €mEWN 1 TPOCKOAANGM oTa
evoonAlaKkd kuttapa amotedel TpoimdOBeon yio v e&ayyeimon kot petakivnon tov
Agvkokvttpwv oe Béoelc @Aeypovig [1, 63-65], ov aAlappiveg av&avovtag tnv
EKQPOOT TOV HOPI®V TPOCKOAANGCNG OTa €VOOOMAIOKA KVTTOPO, TPOGYOLV TNV
TPOGANYN TOV AEVKOKVTTAP®OV KaTd TN didpkeln TG avocoandkpiong [1, 6, 25, 63-
65].

Emunpdobeta, o1 adappiveg £xouv TV IKOVOTNTO VO EVEPYOTOLOVY KUTTOPM TG
EMIKTNTNG OVOGOAOYIKNG amdvinong, He kvplovg pecorapntés, ta DCs, n Poaockn
Aertovpyio. TV omoimv €yKertal otny mPomONoT avTlydvemv Kol TNV Topovcioo|
QUTAOV OTNV EMPAVEIDL GAAOV OVOCOAOYIKAOS dSpOVIOV KLTTApwV Omwg twv T
AELQOKVTTOPMV, LLE ATOTELECLO TNV EXAYMYY| EMKTNTOV (VOGOALOYIKMV OTOKPIGEMV
[1, 25, 36, 66-73]. Katd v aeién otovg Aeppadéves, to mpiua DCs exdyovv v
evepyomoinon kot dlapoporoinon towv mapbévov (naive) CD4+ kot CD8+ T

KUTTOpoV, oe kvttapo Tteheotés: CD4+ T Ponbnrkd wottapa ko CD8+ T
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KLTTapoToéIKA KOTTOpa, avtiotoyo [1, 25, 67-73]. Ta dpactikd T kdttapa pe
oEPa TOVg cLVEPYALOVTOL LE TO KVTTAPO TOV EUPVTOV OVOGOTOUTIKOV GLGTHHOTOG
[kokklokOTTOpO, pOKpoEdya, euowkd kOttapa @oveig (NK)] kot 1o ovothpa tov
CUUTANPOUATOG HE OTOYO0 TNV  Tepautépw  eEdAelym tov  maboyovov, TV
KOTEGTPAUUEVOV IGTAOV 1] TOV 0YKOYOVOV KUTTAPWOV, OCTE GTI GLVEXELN VO, EKKIVIGEL
1N emiokevy TOV 1otV [1, 71-73].

Emumiéov, ta DAMPS gundékovtor 6ty avocio Tov kapkivov 6mov £yl gavel
¢ o poAog Tovg eivan O1ttdc (Ewkdva 2). Amd 1 pio mAevpd, 0 avOoGOYEVNS
KLTTOPIKOG Oavotog tov KapKivikdv kuttdpov (immunogenic cancer cell death -
ICD) yapaxmpiletor amd v amedevfEpmon oAopUIVOV 6TO UIKPOTEPIBAAAOV TOV
OYKov 7OV 0dNYOVV OTNV OMOUAKPLVGN TOV EVOTOUEWVAVI®OV, OVOEKTIKOV O
Oepameio KOPKIVIKOV KLTTAP®V HEGH NG OlEPYAciag ELOICONTONOMCENS TOV
avocoKLTTap®V 0o o DAMPs (avtikapkivikn dpdon oroapuvav) [1]. Amo v diin
TAELPE, avVOEEPETAL OTL TO VEKPA KOPKIVIKA KOTTOPO O TNG HEGOAAPNONG T®V
DAMPs givat wavé vo evopynoTp®@VoLY [o odvTnoT mTov HUEITOL TNV GUUVO TOV
Eeviot] évavtt maboyovov, mPokaA®VTOG emMALOV 10TIKY PAAPN (Tpokapkivikn
dpaon arappvev) (Ewova 2) [1, 10, 12, 18-21].

YUVOTTIKA, TPOGEATO KOTESTN CGOQES OTL ot ohapuiveg oadpapotilovv
ONUOVTIKO pOLO G eKKvNTEG Kot dlopecolaPntéc o€ €va gupy  @dcua
TafoPLGLOALOYIKMDY SlEPYUCIOV OM®S GTNV Apvva Tov EEVIoTH, pOBIoN £KPpaong
YOVIOi®V, KLTTOPIKY] OUOLOGTACY, EMOVAMGN TANY®V, OQAEyYHoVY|, OAlepyia,
avtoovocio Kot oykoyéveon [1-21, 35-44]. Ta DAMPS éyovv cuvoebel 1000 pe ™
dlTNPNoN NG IOTIKNG OUOLOCTACNG OGO KOl UE QAEYUOVAOOELS OloTopoyEs Kot
KUTTOPIWKO Bdvato. Q¢ ek TOHTOV, N OVOCTOA] TOV VIEPUETP®V PAEYUOVOIDV

anokpicewv mov mpokoiovvtal omd T DAMPS eivor por moAAd vmooyouevn
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Bepamevtikn otpatnyikn. Avapeifolia, n e&yvioomn TV 00OV LETAY®OYNG CHUATOG TNG
EKAOTOTE aAAPUivIG KABMS Kot 1 aviyVELOT] TOV OYy®VIGTMOV Kol OVIOY®VIGTOV TOGO
TOV OAQPUIVAOV OGO KOl TOV VITOJ0XEMV TOLG UTOPEL VO OONYNOEL G ONUOVTIKEG

Oepamevtiég duvatotnteg [1-21, 35-70].

Ewkova 2. IYNUOTIKA OTEWKOVION TOU avoooAoywkoU Tmpodid kata Tn OSLApKELD TOU
OVOOOTIOINTIKOU KapPKLWVIKOU KuTtaplkoU Bavdatou (immunogenic cancer cell death, ICD),
OmoU amnelkoviletal o S1ttog polog Twv DAMPs (i alapuvwy). Eme€nyeital n avtikapKvikn
(mpaowvoc KUKAOG) Kal TPoKaPKLVIKA Spaacn (KOKKIVOG KUKAOG) Twv DAMPs.

Suvrouoypapiss: DAMPs, damage-associated molecular patterns, uopiakda mpotuna
oxeti{oueva ue karaotpown,; DCs, dentritic cells,6evépitika kUtTapa; M1, type-1 polarized
macrophages, KAOQGGOLKQ €VEPYOTIOINUEVA TOAWUEVH Lakpo@daya Tumou 1; M2, type-2
polarized macrophages, evaANAKTIKA EVEPYOTIOLNUEVA TTOAWUEVD UaKpo@aya Turtou 2; Treg,
regulatory T cells, T puButotika kUTTAP

Tpomomnotnuévo amo: Garg AD, Agostinis P. Cell death and immunity in cancer: From danger
signals to mimicry of pathogen defense responses. Immunol Rev. 2017;280:126-148.
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KE®AAAIO 2: O GEovag IL-33/ST2

2.1 IvrepAeukivn (IL)-33

2.1.1 XapaKTNPICTIKA TWV HEAWV TNG UTTEPOIKOYEVEING
NG IL-1

Ta uéin g owoyévelag g wreprevkivng (IL)-1 givar yvooto 611 KaTéyou
&vay KevIpiKO poA0 otn pUOUION TOV 0VOGOAOYIKMOV KOl PAEYHOVOODV OTOKPIGEMV
og Aomon 1 oteipa reyuovn [74-78] (IMivakoeg 2). Ta mo yvootd pHéEAN ovThg TG
vrepotkoyévelag etvon ot: IL-1ar, IL-1B, IL-1Ra, n IL-18 ka1 ) mo tpdopatn ce cepd
neptypoong IL-33 (IMivaxkeg 2) [74-78]. To vyovidia 7y TG KOLTOKIVEG TNG
vrepotkoyévelag g IL-1, edpdloviar 6To GHVOASG TOVG 6TO AVOPOTIVO YPpOUOCOU 2,
pe efaipeon to yovidlo g IL-33 mov edpaleton oto Ppoyd okEAOG TOL
YPOUOCOUATOS 9 Kat To yovidlo g IL-18 mov edpdletar oto yovidio 11 (Mivakag 2)
[79]. Avchertovpyia g ékppacng TV pHEA®V TG vepotkoyévelag g IL-1 pmopei
va 0dnyNoel o€ GoPapd TadoPloloyiKd amoTEAEGHATA.

MMivakag 2. XapoKTnpioTikd Tov HeAdV TG vepotkoyévetlag g IL-1.

Ovopua Kutokivn | Fovisio Kuttapikn mpogheuon Apaon

IL-1F1 IL-1a 2q14 Mo, neu, EpC, EnC, MNpodAeypovwsdng
IL-1F2 IL-1B 2q14 Mo, DC, EpC, Fib, B, NK | NpodAeypovidnc
IL-1F3 IL-1Ra 2q14.2 Mo, neu, Fib, EpC AvtipAeypovwdng
IL-1F4 IL-18 11g23.1 Mo, DC, EpC MpodAeypovwdng
IL-1F5 IL-36Ra 2q14 EpC, DC, Mo, Ker AvtipAeypovwdng
IL-1F6 IL-36a 2q12-q14.1 | EpC, Ker, Mo, T MpodAeypovwdng
IL-1F7 IL-37 2q12-q14.1 | Mo, EpC AvtidAeypovwdng
IL-1F8 IL-36P 2ql14 EpC, Ker, Mo, T MpodpAeypovwdng
IL-1F9 IL-36g 2q12-g21 EpC, Ker, Mo MpodAeypovwdng
IL-1F10 | IL-38 2q13 EpC, B AvtibAeypovwdng
IL-1F11 | IL-33 9p24.1 EpC, EnC, Myo, Fib, Mo | MpodAeypovwdng
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Zuvrouoypaiss: B, B Asupokutrapa; DC, devdpitika kuttapa,; EnC, evbodnAlakd kuttapa;
EpC; emwnliaka  kuttapa;,  Fib,  woBAdoteg;  Ker, kepativokuttapa;, Mo,
Hovokuttapa/uakpopaya; Myo, LuokUTTapa,; neu, oudctepoida; NK, @uoika kUttapa
@oveic; T, T Asupokuttapa.

Tpororotnueévo amo: Striz I. Cytokines of the IL-1 family: recognized targets in chronic
inflammation underrated in organ transplantations. Clin Sci (Lond). 2017;131:2241-2256.

H dpdon tovg kabopiletar oe peydro Pabud amd tovg dtaAvtovg vrodoyelg
KOl TOVG PUOIKOVG OVTOYMVIGTEG TOVG (T, aVTAy®VIeTNG Tov vrodoyéa g IL-1, IL-
1 receptor antagonist, IL-1Ra) ot omoiot pumAokdpovv tn onpotoddtnon tov a&ova

ovvdétn-vrodoyéa (Ewéva 3) [80-83].

Ewova 3. OL mo mnpdéodata avakaludBévie¢ ouvdbETEG yla TOUG UTIOSOXELS TNG
umoolkoyévelag IL-1R. Ametkovidovtal Ta cUUTAOKA UTIOSOXEWVY Yl TLG LvTepAEUKiveg IL-1a
kat IL-1b (kaBwg kat o avtaywviotig IL-1RA), IL-18, IL-1F6-F9 (kabwg Kat o avtaywviotng IL-
1F5) kot IL-33. KaBe péAog tng umepolkoyévelag tng IL-1 dalvetal va evepyormolei
Sladopetikd umooVvoAla T-KUTTAPWV.

IL-1RACP, IL-18RACP: Bon¥ntikéc mpwrteiveg (accessory proteins)

Tporortotnuévo amd: O'Neill LA. The interleukin-1 receptor/Toll-like receptor superfamily: 10
years of progress. Immunol Rev. 2008,226:10-18.
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Ot kvtokiveg g vmepowoyévelag g IL-1 aokovv 10 péA0 TOLG HECH
obvdeong pe vmodoyeic mov aviAkovv oty vrepowkoyévewn,  Interleukin-1
receptors/Toll-like receptors (IL-1R/TLR) [80, 81].

Ot vrodoyelg avtg g opddag yapoktnpilovtal amd TV TOPOVLCIL HLOG
ouotag evookvrtaplag povadag TIR (Toll/Interleukin-1 Receptor) upfxovg ~200
apvo&émv mov cuvictatot amd pio Kevipikn B-ooun pe mévte B-€MKeg, 1 omoia e TN
oelpd G mepParAieTal omd TEVTE 0-EMKEG KEIPEVEC OTO KLTTOPOTAUGUATIKO (KPO
m¢ npoteivig (Ewova 4) [80, 81]. H mepoyn TIR Bewpeitar vredvOvvn yuoo
onpatoddtnon. O vynAadg Paduog opordtrag g aAiniovyiog TIR otic dvo opddeg
avayvopilet mv mepoyn TIR g npmTeivikd potifo mov eumAéketal ot GAEYUOVN
Kot otV dpova tov Eeviotn [80, 81]. Xvvortikd, 1 vrepowkoyéveln tov IL-1R/TLR
VTOO0YEMY,  OVIUTPOCMONEVEL  €vo  apy€Yovo GOOTNUO  ONUOTOddTNOoNG 7oV
dradpapatifel kaBopioTikd pOLo GE £YYEVEIG OVOGOAOYIKES, PAEYUOVMIELG OMOKPIGELS

[80, 81].
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Ewova 4. H unepotkoyévela IL-1R/TLR umtoSoxéwv. Yrdpxouv 24 HEAN TNG UTIEPOLKOYEVELAG
Twv umodoxéwv IL-1R/TLR. OAa ta péAn £€xouv pla kKuttapomhaopatiky meploxn Toll-IL-1R
(TIR) umevBuvVN yLa TN onuatodotnorn. H untepolkoyévela XwpIileTal o TPELG UTIOOLKOYEVELEG.
H umo-otkoyévela tumou IL-1RI (A) mepléxel e€wkuttapleg meploxég lg umelBuveg yla tn
6€apeuon twv ocuvdetwv. OL ouvdéteg amelkovilovral otn de€La otnAn. OLumodoyxeig TIGIRR,
SIGIRR kat IL-1RAPL mapapévouv opdavol. H unootkoyévela twv Toll Like Receptors (TLR)
(B) elval SlapepPpavikee TPwTeivee mou Tmepléxouv emavalapBavopevee oAANAOUXLEG
mAouoleg o Agukivn (leucine-rich repeat LRRs) kat ekdpalovtal og moAAd €idn {wwv aAla
KoL otov avBpwro. MéxpL onpepa €xouv Ppebel 12 TLR unodoxeic and touc onoioug ot TLRs
1-10 Bpiokovtal otov dvBpwro Kat ot TLRs 1-9, TLR11, TLR12 oe apoupaiouc. ITnV Kova
geudavidovtal ol ouvdEteg yla tov KaBe umodoxéa (6€fid otnAn). O TLR10 mapapével
opdavog. TEAOG, UumApXouv TEVIE Tpwrtelvec-npooapuoyeilc onupatodotnong (C) mou
TipocAapBAvovTal amnod Toug UTIOSELKVUOUEVOUG UTTOSOXELG.

Zuvrouoypaeicg: IL-1R, interleukin 1 receptor, urtodoyeic tn¢ wrepAeukivng-1; IL-1RacP, IL-
18RacP, ouunAnpwuartikéc mnpwteiveg; MAL: MyD88-Adaptor-Like protein, npwteivn
ouotalovoa Le tov mpooapuoyea tou MyD88;, MyD88, Myeloid Differentiation factor 88,
napayovtag 88 uuedosldoug Stagpopomnoinong, SARM, Sterile a- and ARmadillo-Motif
containing protein, mpwteivn oteEpoUUEVn a-UOTIBWY Kol eUNepLEYoUTa UOTiBa apuavtido;
SIGIRR, single immunoglobin IL-1-receptor related, povipn¢ avoocooatpivn oxeti{OUevn UE
Tov unobdoxéa tn¢G wrepAeukivng-1; TLR, Toll-like urtodoxeic; TRAM TRIF - related adaptor
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molecule — uodplo-npooapuoyeag oxeti{ouevo ue tnv TRIF; TRIF, TIR-domain-containing
adapter-inducing interferon-6, mpwrteivn - npooapuoyéac euneptéyovoa tnv TIR meployn mou
ENAYEL TNV LVTEPQPEPOVN INF-B

Tpomomoinuévo and: O'Neill LA. The interleukin-1 receptor/Toll-like receptor superfamily: 10
years of progress. Immunol Rev. 2008;226:10-18.

2.1.2 IL-1R ka1 TLR utroonadeg

Emopévac, eivor duvatov va dwapéocovpe v vaepoikoyéveta g IL-1R/TLR
o€ VO KOPLEG VTTOOUADES pe Pdom v e€mKuTTaplo AAANAOLYI0 TOVC,.

O1 opddeg avtég givarl ot vrodoyeic ¢ owoyévelag e IL-1 (IL-1R) kot ot
vrodoyeic g popeng Toll (TLRS) [80, 81] (Ewkova 4). Avagopikd pe TV mpdTH
opada avtn €xel o¢ apykd pérog tov IL-1RI vrodoyéa 1 aAlmg yvootd mg CD121a
(Cluster of Differentiation 121a) vmodoyéa, otov omoio ovvoéror m IL-1a.
XopaKTnpoTIKG To HEAN OVTAG NG OUAdAG (EPOLV EMKVLTTAPLO OAANAOLYiO
avococ@alpivng (Ig) mov elvar vrevBouvn yia 1N décpevon TOV GLVIETOV. MEAOG NG
opadag IL-1R eivar o dwapepPpovikog ST2L vrodoyéag e 1L-33 [80, 81] (Ewkova
4). Ta. uéAn g de0TEPNG OUADAG PEPOVV OTMG AVAPEPONKE TNV KVTTOPOTAUGATIKY
TIR vropovada, Opmg eEmkutroping dtapopomolovvial kabng yapaktnpilovtal amd
mv vmoapén pog aAiniovyiog eravoiqyemv Agvkivng (LRRs) avti tov tunquatog Ig
[80, 81] (Ewéva 4). To apyikd pérog awthg g opadag eivar o Toll vrodoyéag mov
avakaAbeOnke apyikd otn Drosophila melanogaster [80, 81].

Avalvtikotepa, 1 owoyévelo vrodoxémv g IL-1 (IL-1R) éxer ofjuepo 10
uén [80, 81]. Ou kvtokiveg g vaepokoyévelag g IL-1 glvar ot cuvdETeC aVTOV
TOV VTOSOYEMV. XVYKEKPIUEVO OUTEC TPOCOEVOVIOL OTO EEMKVLTTAPIO TUNUO TOV
OVOCOGPUIPIVAOV 00N YDOVTOC CE ONUIOVPYI GLUTAOK®OV T®MV VTOOOYE®V HE TIG

ocvumAnpouatikéc tpoteiveg tovg (Ewova 3) [80, 81]. I mapdderypo, n 1L-33
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ONUOTOO0TEL HEGM TNG OMOVPYiaG ETEPOSUEPOVS GUUTAOKOV TOV VITOdoyEn ST2 pe
™ GLUIANPOUATIKY TPOTEIV Tov Vrodoyéa ¢ IL-1 (IL-1RACP) (Ewoéva 3) [80-
83].

H owoyévela vrodoyémv g popeng Toll, mepihapufaver mv Toll npwteivn
¢ Drosophila melanogaster, kot 10 axopa vrodoyeig TLRs, (TLR-1 éo¢ TLR-10),
ot omoiot deopebovtal e PKpoPlokd avtydva, EVEPYOTOLMVTAG AVIIOPACELS GUVVOG
tov Eevioy [60, 80, 81] (Ewova 4). Ilpokertar Omwg mpoavaeépdnke yio
SpEUPPAVIKEG TPOTEIVES TOV TEPIEXOVY EMAVOAAUPOVOUEVES aAANAOVYiEG TAOVGLES
oe Aevkivn eéwkvuttapiog [80, 81]. Ot vmodoyeic avtol eivar movToyoy TOPOVTES
KaBhg exepdlovioal Ge KOTTOPO TOL OVOCOMOMTIKOD GULGTHUOTOS, ETONAL0KE
KOTTOPO TNG YOOTPEVIEPIKNG 000V KOl TOV YUVOIKEIOL VATOPOY®YIKOD GLUGTHIOTOG,
KOYEMOWKG Kot Ppoyykd emBnilokd KOTTOHPO TOV TVELHOVO, KEPATIVOKVLTTOPC,
evooOnlokd kOTTapa Tov Kapdayyslakod cvotiuatog [60, 80, 81]. Metd
ovvdeoN Tovg pe Tovg cLVOETES, ot TLRS vmofdiiovtal o Stopope®TIKES OAAOYES
OV OmoUTOVVIOL Yot TNV EVEPYOMOINoN Tovg, HEGM TG OpAcNG TPMOTEIVAOV-
TPOGOPLOYEMV.

[lio  ovykekpéva, VEAPYOLV  TECGEPO  UOPLO-TPOCOPUOYELS — TOv
npocAapupdvovior  otovg  vmodoyeic tomov  Toll ko ovppetéyovv  omv
avadlLOpO®ON TV LTOOOYEMV MOOCTE VO emitevydel 1 €VOOKLTTAPIO CNLOVON
(Ewova 4) [80, 81]. Ilpokertar ywo tig mpoteiveg o) MyD88 (mapdyoviag 88
Hverogdovg dtapoponoinong) [84, 85], B)TIRAP 1 Mal (rpwteivn opoldlovca pe
Tov Tpocappoatn tov MyD8S) [86], v) TRIF yvoot kot wg TICAML (mpmteivn mov
eumepiéyel v TIR meproyn ko emdyet v wvtepeepovn INF-B [87] ko 8) TRAM
yvootm kot og TICAM2 (uopro-npocapuoyéag oyxetilopevog pe v TRIF) [81].

AVTEC GLVIGTOVV TNV TPITN VLIOOUAdD TPOTEIVOV 7oL yYopaktnpiloviot amd v
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omoapén ¢ kuttoporAacpatikig tepoyng TIR [80, 81]. Apywd, n MyDS88 ntav 1
puoévn yvomot mpoTeiv ota ONAactikd mov mepieiye v evookvttdplo povado TIR
[80, 81, 84, 85]. Xt cuvéyeln, N ATOK®IKOTOINGT TOL AVOPOTIVOL YOVISIOUOTOG
EPEPE OTNV EMPAVEID, TNV AVAYVAOPLON Kol TOV LIOAOWm®V popimv. Emiong, m
npoteiv SARM (mpoteivi) otepovuevn a-potifov Kol gumepiEyovca  poTifa
appovtido) meptypaenke wg avaotoréag g TRIF mov mepiéyer v TIR vropovada
(Ewova 4) [88].

YUVOMKAE, Tpémel va ovapepbel Tmg To oMU KOTATEDEY TOV VITOSOYEMV TOL
yopokmpilovior amd TG kvttapomhacpotikés mepoyég TIR  elvar: 1 péow
POGPOPLAI®ONG €vepyomoinon TG 0000 T®V EVEPYOTMOLOVUEVOV Oomd  MTOYOVA
npoteivikov kwvacov (MAPKS): p38, ERK1/2 (kwdon mov puvOuileton amod
eEokvttopwkd onuata), JNK (tehikny xwdon Tov  apvoteAkod GKpov  TOL
peTaypaptkod mapdyovto C-Jun) k.o Kot 1 GNUATOOOTNON UEC® EVEPYOTOINGNG TOV
TUPNVIKOL peTaypaeikod mapdyovta kB (nuclear factor kappa-light-chain-enhancer
of activated B cells, NF-xB) [80-83]. To avapepouevo mepimtAOKO HOVOTATL
onuatoddtnong odnyel ot ocvvbeon TOKIA®Y TPOPAEYHLOVMOODV KLTOKIVAV Kol

ANUEOKIVOV.

2.1.3 loTopiki avadpoun yia Tnv 1L-33

H IL-33 avayvopiomke yw mpotn ¢opd 10 1999 wg mpoidv 1ng
Kkodkoroinong (DV27 npwteivn) tov péypt tote dyvootov DVS27 yovidiov, 1 onoia,
VIEPEKPPALOTOV GE EYKEPAMKEG 0pTNpieg OKOAOL TOV PPLoKOTAV GE OYYEIOGVGTOON
akoAoVONG vIapayvoedoe atpoppayiog [89]. To 2003 meprypdenke €k VEOL ®C O
TPAOTOG TLUPNVIKOG  mopdyovtog mov  ekepaldtav ota  gvdodniokd kdTTOpO

uetatpryosdkmv eAePidimv (nuclear factor from high endothelial venules, NF-HEV)
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avOporivov ypoviog eieypavovo®dv apvydaiov [90]. T avt) ) ueiétm to DV27
yovidolo TV okVAwv Bswpndnke 10 opbBOAoyo yovidio tov avBpomivov NFHEV
yovidiov [90]. 'Exgpaon DV27 aviyvedOnke akolobbmg kot 6€ kaAlepyovpeva, Agio
pLikd KoTTOpo Tov deyeipovtay and Kutokiveg 6mmwg 1 IL-1 1 n wiepeepovn v (INF-
v). Q01660 0 UNYAVICUOS OPACNG TNG VEOUVELPICKOUEVNG TPMTEIVIG TOPEUEVE
dyvmotoc. Tehkd, to 2005, ot Schmitz kot ovv. [82] kou Dinarello xat cuv. [78], o¢
avalnmon Pdaoewv 6ed0pUEVOV VOUKAEOTIOIKAOV OAANAOVLYIOV OVOYVOPLGOV TNV
AvVOTEPO TPMTEIVY OC LEAOG NG vtepowkoyévelag g IL-1. Tnv emoyn exeivn d00nke
10 emionuo ovoua “wrepievkivn 33” (IL-33) [82] 1 IL-1F11 axoiovBdvrog T oepd
NG OVOUOTOAOYiOG TV peA®dV TG vrepotkoyévelng ¢ IL-1 mov vrodeikvoe 6TL dev
enpOKeELTo amAd yuo. €vo Aettovpykd avtiypago tg IL-1la ko IL-1B, aAdd yuo pa
dwakpity moAvAettovpyikny mpwteivn [78, 79, 82]. Our DVS27, NF-HEV kot 1L-33
enpdviCav 100% tovtéoonun ariniovyio opwvolémv, mepléypaeov Aotdv to 1010
puopo [78, 79, 82]. Emiong, amd Ttovg 1id0vg epevvnTéG TEPLYPAPNKE O
nafoLGLoAoYIKOS pnxavicpds dpdong g IL-33 kot ototryeofethOnke 6t amotelel
TOV TPOGOETN TOL WEYPL TOTE OpPavoy, oyetilopevov pe v IL-1 vmodoyéa
KOTOGTOANG TG 0yKoyéveong tomov 2, ST2 (suppression of tumorigenicity 2 receptor)

[82].

2.1.4AMopl1akd XapaKTNPICTIKA TNG I1L-33

To yovidio g avOpodmvng 1L-33 (IL33) Ppicketan oto ypopodcoua 9p24.1
[82, 91]. Ot aAinlovyiec cDNA ¢ avOpodmivng IL-33 kwdwomoovy éva
TOATENTIO TApoVg pnkovg 270 apwvoééwv pe poplaxd PBapog 30 kDa [91]. To
yovidolo g IL-33 tov apovpaiov Ppicketon 610 Ypopodcopa 19qC1. Ot aAinAiovyieg

cDNA g IL-33 apovpaiov kK®dKomolovv TOAVTERTIONO TANPOVE prKovs 266
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apvo&émv kot pe vmoAoylopevo péyebog 29.9 kDa [91]. H IL-33 tov avOpodmov kot
TOL apovpaiov eivar 55% tovtdonueg o eminedo apvoééwv [82, 91]. Xe emipveg, 600
drpopeTikol mpoaywyeig Exovv Ppebel va exkivovv ) petaypaer] yovidiov /L.33. Ta
petdypapo g IL-33, IL33a kot IL33b, dwapépovv oTig S'-0peTAQPACTEG TEPLOYES
TOVG 0ALG Kodtkomolovy v idw mpwteiv. H éxeppaon tov IL33a war IL33b
petayplemv eEaptatal amd Tov KuTTtaplkd TOTO Kot to €100¢ Tov epebiopatog [92-
94].

To avBpomivo 1L33 yovidio mepiéyel okt e&mvia, pe 10 eEdvio 1 va pnv
Kodkorotel kot to. e&dvio 2-8 vo, kwdwkomotovv v mpwteivny 1L-33 [82, 92, 93]
(Ewova 5). Extog amd v mAnpove uKovg Tpaoteivn | mpddpoun popen g 1L-33
(pro-1L-33), éyovv tavtomombei moArég maporrayés patiopatog g IL-33 oe
avipomva kottapa. ‘Eyxet avaeepBel evollakTikd HATIOHO HEPIKOV 1| OA®V T®V
eEoviov: 3, 4 ka1 5 [82, 92-95].

H npoteivn IL-33 pmopel va yopiotel 6€ TPEIS AELTOVPYIKEG TEPLOYES: TNV
TUPNVIKN TEPLOYN, TNV KEVIPIKN TEPLOYN Kol mePLoyn Kvtokivng tomov IL-1 (Ewkova
5) [95].

H mopnvukn meproyn (apvo&éa 1-65 otovg avBpdmovg) Kmdikomoteitan omd
ta e€dvia 2-3 kot mepiEyet évo potifo déopevong g ypopotivig (apvotéa 40-58)
[95-97]. Yo Pacikég cuvOnkeg, to potifo décpevong ypouativng cuykpatel v
npwteivn IL-33 otov muprva oAAnAemidpdvtag pe 1o etepodipepés v H2A-H2B
otovav [97].

H xevrpuap mepuoyn (opwvo&éa 66-111 oe  avBpomovg) g 1L-33
Kodwomoteitar and to e€dvio 4 Kot mepiEyel Béoelg didomaong amd npwtedoss. Ot
Béoelg avtég eivarl gvaicnteg KLVPIOG 08 TPOTEAGEG OVOETEPOPIAMY Kl TPOTEACES

Tpoepyoueveg amd 1otiokvTTapa—pactokvttapo [98, 99]. To N-teppatikd akpo
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(apvo&éa 66-109) e KeVTPIKNG TEPLOYNG WUTOPEL VO AAANAETIOPE LE TOV TLPNVIKO
petaypaeikd mapdyovro NF-kB [100].

Téhog, M meproy] kvrtokivg tovmov IL-1 (opwvo&éa 112-270 otovg
avBpamovg) g IL-33 kwdwomoteitan and to eEdvia 5-8, cuvdéeTan e ToV VITOdOYEN
ST2 oe kOtTOpO O0TOYOLE KO €VOVVETOL Yoo TN dPACTNPOTNTA KVTOKIVIG 7OV

eppaviCern 1IL-33 eEmxvttopiog [82, 101].

Ewova 5. Aopr avBpwrivou /L33 yoviSiou kot avBpwrvng IL-33. To yovidio /L33 mepiéxel 8
gfwvia kat Bploketal oto xpwudéowpa 9 (9p24.1). H avBpwrivn IL-33 amoteAeital ano dvo
€€EAIKTIKA SLOTNPNHUEVEG TIEPLOXEG, TNV TWUPNVIKA Teploxn (nuclear domain) kol meploxn
Kutokivng (cytokine domain) mou Slaywpilovtal amod TNV eALPETIKA AMOKAIVOUCO KEVTPLKA
nieploxn (central domain). To potifo S£€opeuong xpwuativng kot ol B€oelg Sldomaong ano
dAeyLOVWEELG KOL ATTOTITWTLKEG TPWTEACES (KAOTIAOEG) uTtoSelkvUovTaL.

Calpain, kaAnaivn

Tporornotnuévo amod: Drake LY, Kita H. IL-33: biological properties, functions, and roles in
airway disease. Immunol Rev. 2017;278:173-184.
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Emumhéov, €yovv meprypapel moALEC emelepyaopéves (Opueg) popeég e IL-
33 (Ewova 6). o mapdderypo in vitro encdaon g petappacuévng IL-33 pue
Kaomdon 1 odqynoce oty mapaywyn pog opyng popeng (mature form) I1L-33 pe
poplaxod Bapog 18 kDa. To mentidio avtd amodelydnke oty mopeior ToL YPOVOL T®G
etvor Aertovpyikd avevepyd (IL-3317s-270) [82, 90, 91]. Avribeta, n eneepyacio TG
TPOTEIVNG LE TPWTEAGES OVOETEPOPIAWV 00MYel oe eEoupeTikd dpacTikég pHopesg IL-
33 (my IL-3395-270, 1L-33110-265). Katd ™ dtdpkela ¢ mpwteolvtikng enelepyaciog
ouvolkd, M IL-33 amwAéel TOVG TOUEIS TVPNVIKOD EVIOTIGUOV KOl GUVOECNG HE TO

DNA [82, 92, 93].

Ewova 6. MapaAlayég tng IL-33 avaloya Ue TIG B£oelg Slaomoong TNG KN EMeEEPYAOUEVNG
popdng (pro-IL-33) kot avtiotolyn Aettoupyla twv Sladopwv enefepyacuévwy (mature,
WPLLWV) popdwv tNnC.

Tpormorntotnuévo amo: De la Fuente M, MacDonald TT, Hermoso MA. The IL-33/ST2 axis: Role
in health and disease. Cytokine Growth Factor Rev. 2015;26:615-623.
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2.1.5 Kuttapikn rpoéAeuon tng IL-33

Av ko n ékppaon g IL-33 apykd vrootpiyxdnke 6tL mepropiletar poévo ota
evooOnhaxa kottapo, eivar mAéov capég 0Tt ekppaletal and mowkiAovg 16T00G o€
ueydin apbovio [102-120]. H IL-33 ekepaletor amd Olo T0 KOTTOPU IGTOV-QPAYLDV,
ovumeptappovopévav Tov  emOnAiloKkov kuttdpov, woPrlactov, evoodnioakmdv
KUTTAP®V, CTPOUATIKOV KLTTAP®Y TOV YOUOCTPEVIEPIKOV, UIKPOYAOLOKAOV KLTTAP®V,
Mmokvttdpwv kot ooteoPractdv  [91, 102-105] (IMivaxkag 2). Emmdéov,
vrootpiletan 011 M €kepoon ¢ IL-33 pmopel vo emdyeton o didpopa
avoooKOTTOPO, OTMG uakpoedya, pactokvtrapo, DCs kot yryavtokdtrapo [111-
117]. T mapdderypo, n €kBeon o didpopo pkpoProkd cvotatikd (PolylC-TLR3
kat flagellin-TLRS) @aivetal g avéavel v ékeppaon g IL-33 1660 og avOpomva
emOnlokd kotrapo kepatoedovg [118] 660 kat og pokpo@dyo o€ pLovTéAa ETipL®V
[93, 117, 119, 120]. Qotdco, N Aertovpyikn onuacio ¢ IL-33 mov mpoépyetal omd
avocokVTTApPO dgv elvarl TANpwg dtevkpviopévn. Tpaypoatt, £xel avapepbet 6TL N IL-
33 mov mopdyetor amd KOTTOPO 10TOV, Ko OYl €KElv) oL TAPAYETOL OO
avVOCOKVTTAPA, €lval LTEHOLYVN YOl TNV EAEYHOVI] TOV OEPAYWOYOD TOL TPOKAAEITOL
amd addepyroyova [121]. Tepartépw épevva eivor amapaitntn ya vo kabopicel av 1

PACTIKOTNTA TNG OAUPLIVIG SLOPOPOTOIEITOL OVAAOYQ LLE TO KLTTOPLKY| TNYT TNG.

2.1.6 'Ek@ppaon Tng IL-33 0TO AVATIVEUOTIKO OUCTNHA

H IL-33 éyet OBewpnbei ®¢ poe olopuivn mov  oamobnkeveton ko
amEAELOEPOVETAL YPIYOPU MG OTOKPLON € KVLTTAPIKN PAGLN M TPOVUATIGHO 16TOV
[103]. Qotdo0 oTOV AvbpdTTIvo aepaymyo, mapatnpeitar pa Baocikn ékkpion g IL-
33 amd Ppoyykd emiOniiokd kot 1dimg amd Tvevpovokvttapa tomov 11 (ATII) kabmg

Kot evooOnhakd kottapa rePidimv ta onoia mpoteivetal OTL GLVIGTOVV KUPLES TNYES
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™G ahoppiving otov mvevpovikd otod [108, 113, 122, 124]. Alheg KUTTOPIKEG TNYEC
™G oAopuivng OTO OVATVELSTIKO ocVotnuo eivar to Aglo poikd kdtropo ToV
AEPAYDYDV, TO LOGTOKVTTOPA, TO, pakpoedya, DCs, ta CD4+ T kuttopa [122, 123].
Avtifeta otovg apovpaiovg, vmootnpiletar, mog M IL-33 dev  exkopaletan
Woovotatikd omd To evooOnAlaKd KOTTapo OAAL 1 €K@pacn NG Oleyeipeton o€
ovvOnkec ypoviog ereypovig [104, 122-123]. H IL-33 apovpaiov ekppaletot kopimg
and to mvevpokvttapo tomov . Emmpdcbeta, myn e IL-33 elvar ta opomeTda
1000 o€ avOpOTOLE 660 Kot apovpaiovg [124]. Avtég ot dlaPopéc TV WMV gival
ONUOVTIKO v AapPdavovior  vmoyn  Otov  HETOQPALOVUE TO.  OMOTEAEGHOTO
TEPAUOTIKOV HELETOV pe xprion (oodv povtédwv [124].

H dogbovn PBaocwkn ékepaocn IL-33 otovg avBpodmivovg 16to0g av&dveton
TEPALTEP® O GLVONKEG TOPATETAUEVNG PAEYHOVIG M OTPES OMMOG Yo TOPAdELY L,
Kot TN OdpKeEW AOUDEEDV OVATVELGTIKOV amd 10 g ypimn, Ekbeon ToV

AEPAYMYDV € KAV Torydpmv N o€ aAlepyloyova [108, 111-116, 125-130].

2.1.7 ETregepyacia Kal atreAeu@épwon Tng IL-33

H dpaoctikdotta g IL-33 puOuiletor avaioyo pe 10 KOTTOPIKO SLOUEPIOUOL
010 omoio Ppioketor kot avaroyo pe TG Proynuikés petaporéc g (Ewkéva 6). Yo
Bacucéc ouvOnkeg, n IL-33 amobnkevetal oTov mupNva TOV KLTTAPOL MG TPMOTEIVN
nAnpovg pnkove (1L-331-270) [90, 131]. To portifo éhka-otpoen-élka (Helix-Turn-
Helix, HTH) ovayvopiotnke og emkpotig tpdémoc npdcdeons ™ oto DNA. To
opotoemikpatés (homeodomain) potifo oto N-dkpo g, eivar peilovoc onuaciog yio
TOV TUPNVIKO EVIOTIGUO TNG KOl T1) GUVOEST TNG e TV €TEpOypmpativr. H mupnvikn
oVVOEDT TPoodidel otV TANpovg unkovg IL-33 v 1310t ta va dpa ¢ HETAYPUPIKOG

KOTOOTOAENG, EMOPOVTAG OTN LETAYPAPIKY dpactnptotnta tov NF-xB [91, 102, 131,
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132] ko e€acbevavtog TV evepyomoinoT yovidinv Tov eKepAlovy TPOPAEYLOVAIELG
kvtokiveg [91, 100]. Zvykekpuéva, ovoeEPETAL TMG GTOV TUPNVA OeGUELEL TO N-
TEMKO AKpo TNG vropovdodag p6S tov NF-kB, egunodiovtag pe avtd tov tpoémo )
ovvdeon TG LTOHOVAdSHG HE TNV GAANAOvYi NG  TPOAY®YOL  TEPLOYNG,
AVOGTEALOVTOG TN HETAYPOQPN. ZVVETMG, O TLPNVIKOG eviomiopog ¢ 1L-33 mailet
pOAO OTNV OUOLOGTOCN HECE® TNG TPOMOTOINONG TNG £KOPUoNS Yovidimv Kot
npolopPdverl emlnpieg emdpdoels otov EEVIOT Omd VIEPUETPT EKKPIOT KUTOKIVAOV.
H Aetrtovpyla avt eival amoxielotikn ywoo v mpoteivny IL-33 mAnipovg pnkoug.
Yndpyovv ®oTOGO KOl OVILPATIKEG WEAETEG TTOL OVOQEPOVY OTL M OVOICTOAN NG
éxppaong (knock down) g mopnvikng IL-33 o avOpodrva evéodniiaxd kdttapa,
EXEL OOV OMOTEAEGO QT TO. KVTTOPO VO TOPOVCLAGOVY OVOAAOIMTO TPMOTEDUOTO
kot ékepaon NF-kB, vrootnpilovtag 61t 1 evdoyevig mupnvikn IL-33 dev mailet
ONUOVTIKO pOro ot yovidlakn petoypoen [134]. Eexopiotd, dtav 10 TANpeg HLoplo
Bpioketon eEwrvtroping dpa ©¢ oAappivn HEC® CNUATOJOTNONG LE TOV VTOJOYEN
ST2[91, 102].

‘Eva. d6Alo evolapépov yapakmplotikd g IL-33 elvan 611 enefepyasio g
OAIKOV UNKOVLG TPOTEIVNG Tov odnyel oe Odomacn NG KEVIPIKNG TEPLOYNG Kot
amopdkpuvon Tov N-TepHoTik®V TENTOIOV (OPLUn Lopen), avsavel v eE@KLTTAPLOL
dpaotikdttd ¢ Kata 30 eopég [91, 98, 99, 130]. o mapddetypa, Otov 1 TEPLOYN
ovvoeong g IL-33 ot ypopativny eEarelpdnke oe poviédo apovpaiov, n 1L-33
anelevbfepmbnie eEwkvtropiog, odnydvtag oe  ST2-goptopevn  Bovatneopo
TOAVGLGTNUATIKN NOGIVOPIAMKT Kol OVOETEPOPIMKT] PAeypovn [135].

Emumiéov, o1 efwyevelg mpotedoeg mov Tpoépyovtal omd  QAEYHOVAOON
KOtTopa, 6nwc N kabeyivn G, €LoGTAON OVOETEPOPIAMV KOl Ol TPMOTEACES GEPIVNG

TOV 10TIOKLTTAPOV, &lvar wavég vo  emefepyalovior v 1L-33 mpocdidovrog
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drapopetikn Proroykn dpactikdétra 6to popo (Ewéva 6). I[Ipdayuartt, amodeiydnke
ot 6tav n IL-331.270 voiotatol mwpwTeoAvTiKy ddlomacn ond v Kabeyivn G 1
EAOTACT] TOV OVIETEPOPIA®YV, Ta TPokOTTTOVTO TEMTIOW (IL-3395.270, 1L-3399.270 KoL
IL-33109-270) €lyav peyardtepn Proroykn dpactikdtnta ond v mpopoper I1L-331-270
(Ewova 6) [98, 99]. Aev eivor axkdun yvmotd av Kol TOEG EVOOYEVELS TPMTEAGEG
£YOVV TOPOLOLNL IKAVOTNTO SIACTOOTG TNG 0PYIKNS TTpopopeng 1L-331.270 [91, 98, 99].
Mia evéoyevig acPeotio-eEaptduevn Tpmtedon Kuoteivng 1 Kaimaivn (calpain) éyet
eniong epmlakel oy dtdomaot g Tpopopenc g IL-33 oe dpyun popoen (1L-33112-
270)- EVO10p€pov mopovctdlel 0 TEPLypapOUEVOG UNYOVIGUOG SIACTOOTG TOV TEMTIO0
O VTN TNV TEPITTOON: TO QAEYHOVDOES epEBiopa M 1 oTEipa QAEYHOVY €Ml T®V
OTPOUOTIKOV KVTTAPWV 0dNYel o€ adENCT T®V EVOOKLTTAPLOV WOVI®V AGPRECTIOV gite
AOY® elopong eEMKVTTAPIOV 1OVTOG £iTe MG TPOTOV ATEAELOEP®ONG ATO EVOOKVLTTAPLNL
amodnkn oocPeotiov, pe oamotélecua TV wEPicoE WOVIOV acPeotiov oL
EVEPYOTOLOVV TNV KOATOIVI. AVTH 0TN GLVEYEW SOGTTE TO TANPEG UNKOVG TTEMTIO0
IL-33. Méypt otryung, dev yvopilovue edv 1 didomaocr g pro-1L-33 cvppaivel otov
TUPNVO, GTO KVTTOPOTAAGHO 1 Kot 6To 600 [136].

Emunpdobeta, o1 Kaomdosg mov gival evepyég KOTA T SIAPKELD TNG KUTTOPIKNG
ATONTOONG, OTMG 1 Kaowdon 3, 7 ko 1 kaondon 1, pvBuilovv pe avtiBeto tpomo
dpaon tng IL-33 [137-139]. IIpdypaty, n un enefepyacuévn mpwteivny I1L-331-270
TePLEYEL pio B€om S1doTaoNG 0o TIC KAGTAGES OTNV TEPLoyn Kutokivng g (cytokine
domain) (Ewéve 4, 5), oAAd oe avtibeon pHe TIC TPMOTEAGES, Ol KOGTAGES
adpavorotovv v IL-33 daympilovtag v oe Proroyikd avevepyd Opoavopato [91,
96, 138, 140, 141] (Ewéva 6).

Yvuminpopatikd, n dpaon g IL-33 in vivo puBuiletar and petaPforéc g

o&edoavaymyikng Katdotaong Tov popiov. Otav n mpmteivn o&eddveral, veioTaTot
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o oyl HETaPOAN TG OLOUOPPOONS TNG TOV TEPIAAUPAVEL TOV GYNUOTIGUO dVO
SGOVAPIKAV decudv mov petatpénovv v IL-33 and po evepynq popen o€ o
avevepyn mpoteivn [78, 82, 91]. 'Etot vrootpiletan 6t1 1 dpactikotnte g IL-33
puOuiletor TOKIAOTPOTMG EiTe e TPOTEOAVTIKY dtdomaon eite ue o&gidwon [78, 82,
91, 103].

Onwg oM €xel meptypoeel YopakTnploTiKd Yo OAeg T alapuiveg, n 1L-33
peTaPEPETOL 0TO €E®KLTTAPLO TEPPAAAOV pe 000 pnyoviopovs: o) mobntikn
amelevfépmon HETA Omd KLTTOPIKY KaTAGTPOPY| Kot B) evepydg ékkpion omd {dvta
kottapa (Ewova 1, Ewove 7) [91, 142]. H mopnvikny IL-33 amelevbepdvetan
nanTIKd Katd T S1dpKel VEKP®ONG OTOV OTOAECHEL N AKEPOOTNTO TNG TLPNVIKNG
KOl KLTTOPOTAAGHOTIKNAG pepPpavng [3, 33, 91, 96, 135]. Eeympiotd, n IL-33 umopsi
va gkkpivetal and {Ovta kuTTopa VIO GLVONKES KLTTOPIKOD GTPEG YMPIG KLTTOPIKY
kataotpodn [91]. o mapdderyua, 6tav avOpomva Bpoyyikd embOniokd kOTTOPO
(Human Bronchial Epithelial Cells, NHBE) ektéOnkov ce ailepyroyova (6mmg
ekyvAiopato and poknto Alternaria | ovpikd 0&D, mapatnpnOnke 1 peTatdéTION NG
IL-33 amd 1OV mupnve GTO KLTTOPOTAOGHO KOt 1 okOAovOn eEmkvtTdplo
anelevfépmon g TpTEIVG YwPIic LoV onudadia Kuttapikov Bavdatov [91, 143-
147]. Emmpdobeta, diéyepon avOpOTIvVOV TpayEloPpoyyik®dv EmONAMOKOV KOTTAP®V
a6 eEwyevég ATP ov dpa wg DAMP, npokdiece un kvttapotolikn aneievfépmaon
¢ IL-33 and to ocvykekpévo kottapo [91, 127, 138, 144]. Téhog, n epopuroyn
UNYOVIKNG Katomdvnong o€ avOpomivoug 1otobs, kotéAnée oe ékkpion IL-33 and
T0UG  woPAdoteg  amovcio  kuttopikng  vékpwoong [148].  Emopévog, eivon
emPeforopévn n éxkpion IL-33 and ta emOniokd kdtTopo aepaywy®dv HeETd amd
€k0eom aVTOV 6€ EKYLAMOUATO PVOIKGOV 0AAEPYIOYOV®Y TOGO IN VItro kot in Vivo. Ag

onuewdel ®oTOG0 OTL 01 0001 EVEPYNTIKNG £KKPLONG OEV Efvol HEXPL OTIYUNG TANPOGC
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katavontol. To PBéPato eivar OtL dev €xel aviyvevbel kamolo KAaoIKn oAANAoL)io
onpdtov mov propel va KatevBovet v kutokivn IL-33 oty 066 £kkpiong Hécw Tov
evoomlaopotikod diktoov Golgi kot evaAlakTikég pEBOOOL evePYNTIKNG EKKPIONG
JlEPELVAOVTAL.

[MBavol unyavicpoi mwov €yovv mpotabel givar ot e&ng: n ofelo eEwrvTTapla
ocvoompevon ATP, n evepyomoinon tov P2 movpwvepyik®dv vmodoytmv kot m
enakolovdn avENon TeV eviokvTIGPLOV cuykevipdoemv Ca’' [91, 138, 139, 144].
INUovtikog aptBpdc peretodv vrootnpilel 6tL T0 evookLTTAPIO aGPEcTIo Kot ot P2
TovpvEPYIKOl VITodoYelg elvan Pacikol Tapdyovteg mov emAékovial otnv ékkpion IL-
33 omd to emBniokd KOTTOPO TOV OEPAYOYDOV OV EKTIDEVTIOL GE HLKNTIOGIKA
adkepytoydva [139, 91]. Méhota, 1 xopiynon: ynietédv Ca*, n kuttapikh Oepancio
He avToymviotég Tov P2 movpvepykod vrodoyéa 1 1o yevetikd knockdown twv P2
TOVPIVEPYIKDV VITOSOYEWMV, PAVIKE OTL AVASTEALOLY TNV LETA 0t £kBeom oe poKnTa
Alternaria, amelev0épmon IL-33 and ta embniiaxd kotrapo agpoayoydv [145, 147].

H evepyonoinon tov NLRP3 (nucleotide-binding domain leucinerich repeat-
containing protein) gAeypovooopatog eoivetar exiong va dwadpopatilel poho oty
evepynTikn ékkpion g IL-33, kabdg to knockdown avtov pe yprion vopoéeidiov tov
apyiov (alum soda), davnie va odnyei oe eEacbevnuévn éxkpion g IL-33 amod ta

LLOKPOPAYOL KOl EVEPYOTTOINGT TG AMOTTMTIKNG Kaomdong 1 [149].
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Ewkova 7. Mpotelvopevol unxaviopol yla tTnv aneleuBépwon efwkuttaplag IL-33. H IL-33
TIOU TIOPAYETOL LELOCUOTATIKA Kol amoBnKkeVETAL 0TOV TUpRva ameAeuBepwvetal madnTIka
KOTA TN SLAPKELO VEKPWONG OTAV TA KUTTOPO XAVOUV TNV OKEPALOTNTA TOU MAGCHUATOG KOl
™G MUPNVIKAG HepPBpavng. Emiong, peta tnv amomtwon, n IL-33 Siatnpeital evtog twv
KUTTAPWV KOl OTEVEPYOTIOLE(TAL UE TN SpACN AMOTTWTIKWY MPWTEACWY, OTIWE N Kaomaon 1,
3 kal Kaomdon 7. EVAAAOKTLKG, N KUTTAPLKN KATATOvVNon mou mpokaleital and €ékBson ot
neplPaAAovVTIKOUG TlapAyovteg, OnMwC TPWTEAoeG Kol ATP, emdysl TNV KUTTAPLKN
gvepyomoinan Kal Tpomormnoinon tng mupnVikAg IL-33 yla TNV amopdkpuven T MUPNVLKAG
KOl KEVTPLKNG TteploxnG. H enefepyaocpévn IL-33 (wplun popodr) mou mMpokKUTel mbavotata
ekKplvetal Spaotikd eEwkuTtoplwg amd ta Sopka KUTTapa

Tporornotnuévo amod: Drake LY, Kita H. IL-33: biological properties, functions, and roles in
airway disease. Immunol Rev. 2017;278:173-184.

YUVOTTIKG, Topapével dyvooto vd moteg ouvOnkeg N IL-33 ekxpivetal og
TPOTEIVY TANPOLG UNKOVG 1| G ENEEEPYOSUEVT (DPLUN) HOPPT. APKETEC LOPOES TNG
IL-33 oaviyvebovtor otovg 16To0¢ tov PAevvoydévov o€ ocuvvOfkeg mpepiog Ko
oieypovig [91, 150-152]. Emiong omottovvtol TEPOUTEP® UEAETEC Yo VO
arocaPnVioTel edv ol enefepyacpéveg popeég g IL-33 mapdyovtor and Tig OpAcELS
EVOOYEVDV TPOTEACOV 1 HOVO amd eEmyeveic mpmtedosc. Téhog, ot 000l evepynTIKNIg
éxkprong g IL-33 o10 e&mrvttdpro dapépiopa ypLovy TEPUTEP® ATOGUPVIONG.
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2.2 Yrodoyxéag ST2

2.2.1 loTopiKA avadpoun

O vrodoyéag KaTaoToAng TG oykoyéveong 2 (Supression of tumorigenicity 2,
ST2 © IL-1RL1), aviyvedbnke yioo mpd @opd t0 1989 m¢ o mpwteivy mov
potpalotav opdAoyn odiniovyio pe tov vrodoyéa tng IL-1 [82, 153-156]. To 2005,
ot Schmitz ka1 cvv. avayvopioav v IL-33 @¢ povadtkd cuvoétn Tov opPavol Péypt
101 Vodoyén ST2 [82]. Touewva pe tn Human Gene Nomenclature Database o ST2
amotelel HEAOG TNG OwKoYévelng TV LTodoxswv ¢ IL-1 (avéwv ap1Buog Genbank
AC007248), €Eov kau 1 evolhaktikny ovouaocio ILIRL1 (Interleukin-1 receptor-like-
1). Kot enéktoon, o ST2 avikel oty guputepn opdda twv vrodoyéwv IL-1R/TLR

[80, 83, 154-156].

2.2.2 Mopl1akd XOpaKTNPICTIKA TOU ST2

To yovidto ST2 v IL1IRL1 (yovidio tomov 1 oyetilduevo pe tov vmodoyéa
wtepAevkivig-1) apykd kKAowvomomOnke to 1989, and tov Tominaga, g éva omd ta
TPOTEVOVTO Yovidlo amokplong Koto ™ petafatikny edaon GO/GLl tov kvtTopikov
KOKAOV TV KA@VIKOV kuttdpov BALB/C-3T3 (khdvog A31), petd and d1éyepon e
avEnTkovs mapayovreg [153]. Apyodtepa yapaxtmpiomke og 77 yovidio mov endryeton
omv NIH3T3 kvttapikn ceipd voPrLoctdV enipvmv o¢ £va ovIOP®V GE HTOYOVA
yovidoro petd omd v, vwd dpovg, Ekepaoct twv HA-RAS KAI V-MOS oykoyovidiov
[157]. AxoAovOnoe o yapaKTNPIGUOG TOV MG £Va YOVIOl0 TTOL GVTATOKPIVETOL OTN
opdon &vog evolAakTiKOL vrokwnt Ttov C-Fos, ek@paldpevo ©g 1oOH0peo
deopevpévo oty Kuttapikn pepPpdvn [158, 159]. To 1992, to ST2 yovido

KAhovomomOnke ek vEOL Gg KLTTAPIKY] GEPA WOPAAGTOV emipvov amd oveEdptnn
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opada epevvnTdv, MG yovidlo kKabvotepnuévng Eykaipng avtidpacng (Delayed early
response gene), yopaktnplopevo wg DER4 [160].

Yoviopo meprypdonke €va mpoidv petaypoaeng peyébovg 2,7 kb movu
Kodkomolovse pia pun yAvkoloMopévn exkpvopevn mpoteivn peyébovg mepimov 38
kD 6mov gk TV VoTEPOV amodeiydnke OTL AVTITPOGMOTEVEL T S10AVTH] IGOUOPPT TOV
ST2, sST2 [161, 162]. To 1993 avayvopicOnke éva mpoidv petaypaeng peyébovg 5
kb [163]. To mpwteiviKd TOPEY®YO CLTOV TOL UETAYPAPLKOV TPOTIOVTOG amodeiyOnke
o6tt Ntav o SwpepPpovikog vrmodoycéag ST2L [163]. Metayevéotepo to 1994,
TEPALATO GE EMIPVES amokdAvyav 0Tl dVO dapopeTikd mMRNAs mapdyovtal amd to
ST2 yovidio (ovoudotnke FIT1 yovidio otovg emipveg) pHECHO  UNYOVIOUOD
evolakTikoy paticpotog [159, 163]. Ta dvo aviyvevbévia MRNAS kwdikomotovoay
wo dwivty mpwteivn, v sST2 (Fit-1S oe emipveg), kot po decpevpévn oty
Kuttapikn pepPpavn mpoteivy, ™mv ST2L (Fit-1M og emipvec), avtiotoyo. H
Swpepfpavikny popen| mepteiye pio ko eEmrkuttdpla meployn pe ™ SwAvtr sST2
[159, 163]. Metayevéotepa, to yovidlo ST2 ta&voundnke dopikd o¢ péAog g
owoyévewng IL-1R Aappdavovtog v ovopacio ST2/IL-1RL1 [154] kou emetevydn n
KAwvomoinon &vog yovidiov Tov KoOKomolovse T dtapepPfpavikn popen tov ST2
(ST2L) kou otov GvOpwmo [154]. v mopeio TEPLYpAONKE CAPESTEPOL KOL [0, VEQ
ST2V wwopopoen Tov vrodoyéa [164].

[MopdAinia, To ST2 yovidio amodeiydnke ott ekppdleton oe Th2 kot 6yt Thl
KOTTOPO, VTOONAMVOVTOG OTL 0 vmodoyéag ST2 €xel évav e&éyovta polo otV
avocoomokplon kot v ekkivnon Th2 pecolafoduevev oavocoamokpicewv [165,
166]. Epevvnrikég opuddec CUUTANPOUATIKA KOTEANEAV 6TO GUUTEPAUCHA TS 0 SST2
mOavov va TapaKoAVEL TNV aAAnAenidpacn peta&y tov ST2L kot tov vrobeTiko,

GyvooTov PEXPL TOTE, GLUVOETY TOV, LLE ATOTEAECHA TN LEIMON TOV TEAOVUEVOV 0o TO
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kOttapa Th2 Aertovpyidv [165]. Avértvéav poloto TpOWe TNV €Kacio 0Tl M
TPOcHNKN HOVOKA®VIKOD aVTICOUTOS TOV deGUEVEL TOV sST2 1) 1 yprion TpwTEIvNG
ovvtnéng ST2-1gG mov deopedel Tov LTOOETIKO TPOGHETN, duvnTikd B PTOPOLGE Vo
avaoteilel Tnv Th2 avocoamrokpion [165, 166].

To yovidio ST2 (T1, Fit-1, DER4, IL1RL1) PBpicketow ot0 0vOpOTIVO
ypouocoua 2ql2.2. IMolkamrol mpoaywyeic Tov avOpdmivov ST2 yovidiov €xovv
aviyvevbei [159, 167-173]. H ékppaon tov pubuiletal kupimg HEGH UETAYPAPIKDV
puOuicewv oe dVO VITOKIVNTES, £vov Gm® Kol Evay €yyvg vrokvnTy mov Kabopilovv
mv ékepaocn tov ST2L, sST2 kot ST2V eopopedv [167] (Ewova 8). Zvykekpiuéva,
0 Gm® LVTOKIVNTAG OPO GTO, CLLOTOMTIKA KVTTOPW, TO IGTIOKVTTOPO KOl PacEOQIA,
evd o gyybc Opa. otovg woPArdoteg [167, 171]. Tlpdopata €xel mepLypapel TmMG Ot
petaypagikol mapdyovieg GATAL wor GATA2 eléyyovv TN UETAYPAPY TOL
avBpomvov ST2 yovidiov eMOP®OVTOG GTOV AW VITOKIVNTI, O TPAOTOS EUT0difovTog
KO 0 dVTEPOG EMAYOVTOG TN pHeTaypat], avtiotoyya [170]. Avtibeta, o petaypoa@ikde
napdyovtag GATA 3 gvepyomotetl tov vrokivnth Tov ST2 yovidiov ota T wdtTOpa
emipvov [171]. Alleg peléteg eumiékovv Tov petoypoeikd mopdayovta PU.1 ot
petaypaen tov ST2 ota Pocedpiio/pactokvttapa, vrootnpiloviog mmg Opouvv
ovvepyika pe to ocvumieypo GATA 1/2 [169]. Eriong, molvpopeicpoi oty meployn
TOV €KAOTOTE VLTOKWVNTH £YXOUV GLOYETICOEl PE QAEYLOVDOELS OloTOpOyES, Yol
TAPASELY LA, EVOG LOVOOKOG VOUKAEOTIOWKOG ToALHOPPIonOS (SNP) 226999 A/G €yet

aviyvevbel oty atomikn deppotitioa [172].
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Ewkova 8. IXNMOTIKN OTEKOVION TNG SOMAG Twv LTpoviwv-e§wviwv tou ST2 n ILIRL1
(Interleukin 1 receptor-like 1) yovibiou, mou evtoniletal oto Xpwupoéowpa 2. Emiong,
napatiBetal oxnuatika n doun tng Stadutng (sST2) kot tng SapeuPpavikng (ST2L)
LoopopdnG. AlakplveTal n e€wKUTTAPLA TIEPLOXT] TwWV avocoodatpvwy (Ig domain) mou elvat
Kown ot 0o Loopopdeg (sST2 kot ST2L), kabwg kot n Stapepppaviky (TM) Kal n
evbokuttdpla TIR meploxn (TIR domain) mou xapaktnpilel TNV OLKOYEVELA TwV UTIOSOXEWV
Toll-like/IL-1, ot onoiec aveuplokovtal pévo otnv ST2L toopopdn.

Tpomomnoinuévo amno: Kakkar R, Lee RT. ST2 and adrenomedullin in heart failure. Heart Fail
Clin. 2009;5:515-527.
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2.2.3 loopop@eg Tou ST2

To mpoidv kmdonoinong tov ST2/IL-1RL1 yovidiov eivor n dopepppovikn
npwteiv ST2L [153, 154]. ZuvoAikd Op®G LVIAPYOLV TPELS OKOUO LGOUOPPES TOV

vrodoyéa [167-170, 174] (Ewova 9).

AvoAvtikd, ot 4 1oopopeég elvat:

o H dwopepfpavikn wwopopen tov vrodoyéa ST2L, (eniong yvoot og IL1RLI1-
b, TIM), mov eivor oudroyn pe tovg vmodoyeic g IL-1. Xvvictator amd o
eEokvttdploe  meployn mov  amotereitor  amd 3 ouVOEdEpUEvEG  TEPLOYEG
avococeapivng G (IgG), pio povipn SwopepPpoviky Teploy Kol pio. GYETIKA
evpeyédn evookvttaplo TIR meployn, opdroyn pe ot TOL OVEVPIGKETAL GTOVG
vrodoyeig g opadag Toll-like/IL-1Rs vrodoyéwv[154, 159, 163] .

o O sST2 (soluble ST2) diaAvtdc VITOdOYENS TOV Elvar Lo SIHAVTH EKKPIVOUEVT
wopopen (ILIRL1-a, T1S) mov oamotekeiton omd por €EOKVLTTAPIOL TEPLOYN
tavtoonun pe v ST2L 1ocopopen, aArd otepeiton g OlapepPpaviknig Kot
KutTapomAacpoTikng povados. Tlepthapfdaver o povaoikr C-tedkn aAiniovyio
EVVEN Kol TEVTE EMIMALOV ApIVOEEWMV GE EMIHVES Kot avOpdmovg, avtictorya. H SST2
woopopen dpa cav vrodoyfac-moyido mov deopevel v erevOepn  1L-33
eumodilovtag tnv evéokvttdplo onuavon [159, 161-163, 174].

o O ST2V vrodoyéoc (ILLRL1-C), mov &ivol pio 1GOHOPOT TOPOUOLN. LE TOV
sST2 aAAd pe andiela ¢ opddag 1g amd v eEokvttapia tepoyn [164, 175]. To
evaALokTikd paticpa oto C-kapPoéutedikd dkpo tov ST2 dnpiovpyel pio Lovadikn
VOPOPoPn ovpd [164]. Evdd ot ST2 kou sST2 woopoppéc ekppaloviol vpémg oe
OAOVG TOVG 10TOVG, M ékppaocn Tov ST2V meplopileton kKvpiwg 610 GTOHAYO, TO

Aentd éviepo kot to kOAov [164]. O axpipng poéroc tov ST2V in vivo amortel
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dlepevvnong, mhovoloyeital ®OTOCO0 TG EUTAEKETOL GTNV TPOTOMOINGN TNG
onuatodoTnoNg tov cupmAéypatog I1L-33/ST2L [164].

o Téhog, o ST2VL vnodoyéag otepeiton tov drapepfpavicon topéa s ST2L
OOLOPONG Kat €xel meptypoeel amokielotikd oto €idoc Gallus-gallus kou 6y otov
avOpwmno [176]. Exkpiveror amd tovg 16TOVG TV 0PBoAUdV, TG Kopdds, TV
TVELUOVOV KOl TOV NTOTOG TOV TOVAEPIKMOV Kol EUQAVICETOL OTO LETAYEVEGTEPQL

otdon epuPpvoyéveonc. Alheg mAnpopopiec oyetikd pe to ST2LV dev eivan yvootég

uéxpt otypng [176].

Ewkova 9. OL Tpelg Kuplotepe Loopopdég umodoxéa ST2. OAeg ol oopopdEég mapayovral
MEOW evaAAOKTIKWY 08wV patiopatog kat 3" enefepyaoiag pe npooBbnkn moAuadevullkwy
opadwv oe SladopeTikeg Boelg TnNG 3 ePLoXn g Tou yovidiou oto eninedo Tou mpoaywyEa.

Tpororntotnuévo amno: De la Fuente M, MacDonald TT, Hermoso MA. The IL-33/ST2 axis: Role
in health and disease. Cytokine Growth Factor Rev. 2015,26:615-523.
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2.2.4 Kuttapik TTpoéAguon) Tou ST2

Ot IL-33 ka1 ST2 &yovv dapopetikn Kuttapikn tpoérevon. O vrodoyéag ST2
exppaletal Kuplowg amd ovOCOKOTTOPO TOV EUTAEKOVTIOL GTNV EUELTN OVOGid,
CUUTEPIAAUPAVOUEVOV TOV: HOOTOKVTTAP®V/GTIOKLTTAp®@V [165, 177], Aeppoeidmv
Kuttdpwv tomov 2 (ILC2s) [178, 179], pakpopdywv [180], DCs [181], nowoivoeiiov
[182, 183], Baceopilwv [183, 184], evowdv kvttdpov @oviéov (NK) [184] ko
ovokdv eovémv T kuttdpov (NKT) [184]. EmmAéov, o vmodoyéag ekppaletot Kot
amd KOTTOPO TOV EUTAEKOVTOL GTNV EmIKTNT avooia, niadn and ta CD4+ [185],
CD8+ T Aepgpoxvttapa [110, 186] ki amd ta T pubuctikd AepeokvTTopa

(Regulatory T cells, Tregs) [187, 188].

2.3 0 aovag IL-33/ST2

And v avokdivyn g IL-33 péypt onuepa, £xer onuembel tepdoTia
TPOOJ0G GTNV KATOVONOT TOV PLOAOYIK®OV AEITOLPYIDV TNG QAUPUIVIG KOOMDS Kot Tov
GEova IL-33/ST2. H déopevon g IL-33 pe tov ST2L odnyel oe petaforr] g
OPYITEKTOVIKNG  OOUOPPM®ONG TOV  LWOOOYEN Kol  Onuovpyio  €TEPOOIUEPOVS
ovumAdkov pe t IL-1RacP (cvpuminpopotikn mpwteiviy tov vrodoyéo tng IL-1)
(Ewoéva 10) [189-191]. Ot Palmer kou ovv., tekunpioocav 6t 1 IL-33 cvvdéeton
Gueoa pe tov ST2L wou Oyt pe v IL-1RacP [189]. To emaxdAovbo avtig g
obvdeong eivar 1 evepyomoinon tov MyD88/NF-kB onuatodotikod katappdktn [82,
187-192] ka1 n péom POGPOPLAMMONG EVEPYOTOINGT TOV KIVAGMV TNG OIKOYEVELOG
MAPKs: p38, ERK1/2, kot JNKs [82, 190, 191]. Telkd amotélecua &ivar M
anelevbépmon ynuelokvadv kot kutokveov e Th2 avootakng andvinong [190-195]

(Ewova 10).
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Ewkova 10. IxnUatTikr omewkovion tou aéova onpatodotnong IL-33/ST2 kat tou smayopevou
€vOOKUTTAPLOU KATAPPAKTH.

H wtepAeukivn (IL)-33 eival o mpoadétng tou umodoxéa ST2L. H ouvdeon tng IL-33 otov ST2L
nupodotel tnv evepyonoinon tou NF-kB kot tng mpwrteivng AP-1, mou PeE TN OELPA TOUG
puBuilouv ™ petaypadr Twv yovidiwv mou gumAékovtal otig dtadikaoieg Tng dAeypovng,
NG QMOMTWOoNG, TOU KUuTtaplkol moAlamAaclacuol kot Stadopomnoinong. H IL-33
npocodévetal otov ST2L, o omoiog etepodiuepiletal pe tnv IL-1RacP kat akoAoUBwg
onpatodotel pe tn Spdon Twv Mpocapuoyéwv MyD88, IRAK kat TRAF6. Amatteitol n
napoucia tou TRAF6 ylwa tnv gvepyomoinon Tng MPWTEIVIKAG Klvaong p38, tng c-Jun N-
TEAIKNG Klvaong Kol tou mapayovta NF-kB, OxL Opwg Kal yla tnv evepyomoinon twv ERK
Kwvoowv. H ékbpaon tou TRAF6, mou egudavilel elSkOTNTA Yl KABe KUTTAPLKO TUTIO,
koBopileL tnv evepyomoinon OUYKeKPLUEVWY KABe ¢opd obwv TOU ONUOTOSOTIKOU
katappaktn IL-33/ST2. Ta OTpWHOTIKA KUTTAPA, CUMTEPAAUBAVOUEVWY TwV VOBAOOTWY,
Twv evboBnAlaKWY Kol emBNALOKWY KUTTApWY KaBwg Kol OpLopéEVA avoooKUTTapaQ,
€KKpilvouv TN SloAuth popdn tou ST2 (sST2) wg amavtnon o auénTikol¢ MaPAYOVIESG Kal
dAeypovwdn epebiopata. O sST2 eival évag umoSOoXEAC-avooTOAEQG 1 UTIOSOXEQS
gfoubetépwonc (decoy receptor) mou nmapepnodilel tn ovvdeon tng IL-33 pe tov ST2L.

Suvrouoypaeiss: AP-1, activator protein, mpwrteivn evepyorointic 1, ERK, Extracellular
Signal-regulated Kinase; Kwvaon mou puBuiletat amd eéwkuttapika onuata; Caspaces,
kaonaoec; IL-RACP, IL-1 receptor accessory protein, Bondntikn npwrteivn tou unodoxéa tnc
IL-1; IRAK, IL-1 receptor-associated kinase, kivaon OXETI{OUEVN LE TOV UMOSOXEX TNG
tvtepAeukivne-1; INK, c-Jun N-terminal kinases;, MPWTEIVIKEG KIVHOEC TOU QUIVOTEALKOU
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aKpou TOU UETaypapikoU mapayovra c—Jun, MAPKs, mitogen-activated protein kinase,
EVEPYOTOLNUEVWY OO UITOYOVO TPWTEivikwy kiwvaowv, MyD88, Myeloid differentiation
primary response 88, mapdayovrac uuedostdbouc diapopormoinong 88; NF-kB, nuclear factor
Kappa b, mupnvikog rapayovtag kB; ST2L, StausuBpavikog vnodoyxeag ST2; sST2, soluble
ST2, SiaAutoc urmodoxéac ST2; TRAF6, TNF receptor associated factor 6, mapayovtac 6 mou
OXETI{ETAUL LUE TOV UTOSOXEQ TOU TTapayovTa VEKPwaonG oykou TNF

AmO TV GAAN TAELPE, TOALEG HEAETEG KOTAOEIKVVOUV £€VOL CNUOVTIKO POAO
0V 610AVToD Vodoyéa sST2 oty KoTaoToAn TG QAeyuovig [165, 196, 197]. H
TPOPAEYLOVAOING Opdon ¢ onuatodotikod 0600 1L-33/ST2L umopei kdtow amod
oplopéveg ovvOnkeg vo avoyortiletor amd tov SST2 pe evepyetikd M PAamwtTikd
avtiktvono (Ewova 10) [197, 198]. Xe paoctokvtropo mov eEéppalov tov ST2L kot
BonOntikn mpwte IL-1RACP, o sST2 avéoteiide v mopaywyn g IL-6, pog xot’
e€oynv mpopreypovmdovg Th2 kvtokivng n ékepaocmn ¢ onoiag exdyetot amd v IL-
33, vmodeikvooviog v Kavotnte tov sST2 vo kataotérer T Th2 ovoolokég
ATOVTACES MG VTOdoYEns Tayidevong-eEovdetépmwaong (decoy receptor) g 1L-33
[189]. A&oonpueioto eivor 6t vyNAG enineda SST2 Exovv avevpebel oe TANOOPO
voonudtov O0nmg oe acbeveic pe evepyd 1010madr EAEYHOV®DON VOGO TOVL EVTEPOV,
o&ela amoppyY”n AALOHOGYEVUATOC, GE KOPKIVOLS TOV YOGTPEVIEPIKOD GUGTNUATOG, OE
LOYEVELG YAOTPEVTEPITIOES, KOPOLOKT 1 avamvevoTikn voco [187, 197]. Amd v dAAn
mlevpd €xel eavel 0Tl evd M yopnynom oavacvvovaouévng IL-33 mpootatedel to
HLOKAPO0 amd TNV VAEPTPOPio. Kol TNV {vwomn o6& KOAMEPYEEG VEOYVIKMV
HLOKOPOK®Y  KLTTAp®Y, o sST2 7pokoiel OMOAEW TOV  OVTWAEPTPOPIKOV
wmtov ¢ IL-33 otig ideg kKaAMépyeleg KuTtdpmv, avayortiloviag tn opacn NG
arappivng [199]. Zuvenmg, n dpdon tov vrodoyéa SST2 pmopei vo £xel evEPYETIKO 1

emPrafég avriktomo [200-202].
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2.4 BioAoyikég AsiToupyieg Tou agova IL-33/ST2

H ovvdeon g IL-33 pe tov ST2L Sadpapartilel kpicipuo poro otn dtotpnon
NG OHOLOGTAONG, EMICKELY] KOU OVOOLOUOPP®MOT] TMOV 10TOV Kol EUTAEKETOL GTNV
nafopuoioloeio peyaiov aptuod avipomvev acbeveimv [130, 187, 192, 200-202].
[T ovykekpuéva, KaTeLBHVEL TIG AVOGOAOYIKEG OMOVTIOELS EVIGYDOVTOG TNV ERPLTN
avoolakn amdvinon [125, 145, 203-205], emotporedoviag T0 TPOCAPUOCTIKO
avoocomomtikd ovotnua [110, 186] kor cvpuetéyoviag otn POV, Kol ETiHLOVN

eAeyuovn TOV 16TOV Kot agpoyaydv. (Ewkéve 11).

Ewova 11. Ot poAot tn¢ IL-33 oTnv avoolakr] amavinon otoug BAsvvoyovouc. H ékBeon oe
oAAepyloyova, pkpofia kot mepBalAovTiko oTpeg emayel v aneleuBépwon tng IL-33 anod
TO EMLONALOKA KUTTAPO TWV OEPAYWYWVY TTOU GUVLOTOUV TNV KUPLO KUTTOPLKA Ttnyn tne IL-33
[(6lwg Ta mveupovokuTttapa tomou Il (ATI)]. H IL-33 evepyomolel Ta KUTTOPA TOU £UdUTOU
ovooomolntkol  cuotApatog  (ouumepllapBavopévwyv  twv  ILC2s, Poaoceddiwy,
NWOoWOP\WY Kol LOOTOKUTTAPWY) KABWE KOl TOU EMIKTNTOU OVOOOTOLNTIKOU GUOTAKATOG
(Th2, Tfh, Treg). Mia ocuvexng aAAnAenidpaocn umapyel PETALY TWV KUTTApWV Twv Suo
CUCTNUATWY, EVW TO SeVOPLTIKA KUTTAPA ATTOTEAOUV TO GUVOETIKO Kpiko HETAty autwv. Ta
Sevépltika kuTTapa odnyolv o Th2 Stadoponoinon twv CD4+ T Aepdokuttapwv. TEAKA, N
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Xpovia pAeypovwéng amavinon odnyet os SLapopPWTIKEG AAAAYEG OTNV APXLTEKTOVIKN TWV
OEPAYWYWV.

Zuvrouoypaiss: Baso, Baoesopida; DC, Sevdpitika kuttapa; Eos, Hwowvopida, ILC2,
Euputa Acupoeldn kuttapa tumou 2; Treg, T pudutotika kuttapa; Tfh, Sudakiwdn
Bonvntika T kuTTOPA

Tpomnomnotwnpuévo amno: Drake LY, Kita H. IL-33: biological properties, functions, and roles in
airway disease. Immunol Rev. 2017;278:173-184.

2.4.1 0 agovag IL-33/ ST2 oTnV £€4QUTHN AVOCIAKI)
aTTavrnon

2115 Béoeic emOniokod epaypov n IL-33 amotelel por onUOvVTIKY KuTokivny
mov oLUPdAAEl oV Queon €vopén avocoomokpicewv kKotd TV €GPAALIVTOV
mofoyoveV Kot TOKIA®V TEPIPAALOVTIKOV avTiydvev. MAAGTa 6TOVG aepoymyovd,
&xel mapatnpnOel moc n anelevbépwon g IL-33, og andvinon omv ékbeon oe
aAepyloyova, stvan aueon. o mopdoetypa, oe TpOGPATN LEALTN, OTOV TEPALAVTIKA
HOVTELD EMPVOV EKTEOMKAY GE LVKNTIOGIKG 0AAEPYLOYOVO (Tamaivn Kot Bpopeiivn),
dwmotddnke g N IL-33 anchevBepobnke taxémc oTov agpaymyd evtog 1 dpag Ko
N netoypoen tov IL-33 mRNA otovg mvevpoveg evioyvinke evtdg 6 wpav [91, 143,
146, 203]. H onuacio tov a&ova IL-33/ST2 otnv olhepyiki] QAeypovy TV
agpaymymdv Exel amoderyfel amd mAnBopa peretdv [91, 105, 203, 205]. Ta
mapadetypa, 1 ékbeon oty mamoivn, oTNV aATEVAPLN, GTOV 10 NG YPIMNG TpoKaAel
oela Th2 @Aeypovi tov agpaymydv Tov oe onuavtikd Babud dapecorafeitar amod
tov afovo 1L-33/ST2 [114, 119, 203, 206]. A&woonucioto eivar Ot o1 TOyEieg
avocoamokpicelg mov mpokaiovvtor amd v IL-33 mapatnpovviol akdun Kot v
AmoVGin TOV KVTTAP®V NG emikTNTNG ovooiog [91, 143, 146, 203]. T'a mapdderypa, N
IL-33-emayopevn 01€yepon TV PBpoyyikdv emONMoK®V KLTTOPOV 0ONYNCE OE

napaymyn Th2 kutokivdv kot noevoilmv 6Tovg aEpUy®yYoNg EXiLL®V TAPOAAO TOV
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etyov EMeppa T ko B kuttdpov [205]. O kpioipog porog Tov dEova 6Tig aALEPYIKES
avTIOPACELS TV aepay@y®V €xel Katadelyfel and moAvapIOUES GEPES TEPALOTIKMV
peAeT®dv mov wpokdrecav EAlepo tov ST2 1 g IL-33 [143, 146, 203, 206, 207].

Eivar onpoaviikd va avaeepbel 6tL 0 mpotapyikdc otdyog g 1L-33 otov
aepaywyo sivar ta ILC2s mov gumhovtifovv tovg PAevvoydvoug Kot TIG EMPAVEIEG—
epayuovg (Ewova 11) [105, 108, 113, 114, 123, 151, 185, 203, 208]. 'Exet pavei nog
av kot o opfudg tov ILC2 kuttdpov elvarl pkpdc GToV 0EPUY®YO TV ENIHLOV, TO
ILC2s moAlamAacidlovtol Kot Tapdyovy pio HeYaAn mocoHTNTO, KUTOKIVAV TOTOL 2,
omwg 1 IL-5 xou ) IL-13, og andkpion otnv IL-33.

Evtovtolg, ektoc and ta ILC2s, n IL-33 pmopel eniong va evepyomomoet ko
Al 0VOGOKUTTOPO OTTMG TO LOKPOPAYO, NOGIVOPIAL, 1GTIOKVTTOP Kol Bacedpiia
(Ewova 11) [91, 129, 177-184, 209 -211]. In vitro perétec amodeikvoovy ot 1 1L-33
odnyel omv evepyomoinon kAl Topay®yn @Aeypovemddv pecorafntov, Th2
KUTOKIVAV KOl YNUEOKIVOV atd OAOVS 0uTOVS TOVG THTTOVS KVTTAP®V, dedopEVOL OTL
o KOTTOpo  avtd  ekppalovv tov ST2L [91, 129, 177-184, 209, 211].
Xopaktpotikd, 1 ondkpion TV avipodnivov nocwoeilwv oty 1L-33
TEPLYPAPETAL TLO 1OYLPT CLYKPLTIKA [LE QLT TTOL TPOoKaAgiTal amd T dpdon g IL-5
[182]. Axopa, ota 1L-33-Sieyeppéva  poactokOTtopa  mopodoteitar  ovénuévn
amelevbEpmaon 1oTapivng oty TPOWN edon ™G aAlepyikng pwitdag [212]. Eriong
n IL-33 og agpaywyovg emipvwv odnyet oe o e€aptopevn ond IL-13 tolwon M1
HOKPOPay®mV GupPBdAlovtag oTtny gvioyvomn g AEYLOVIAS TOV agpayaydv [91, 129].

Towovtpoénmg, N dpeon anelevBépwon IL-33 and 10 KoTESTPAUUEVO EMONAL0
TOV aepaAyOYOV A0y ékbeong oe aAlepyoydva 1 dAla epebiopota, emdyel v
éupvtn Th2 avooia péom aAinienidpacng kvpiog pe ta ILC2s kobmg kot pe Ao

EYYEVI AVOGOKVTTOPO, TOV ELPVTOV OLVOGOTOWTIKOV GuoThpotog [91].
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2.4.2 O aovag IL-33/ST2 oTnVv E£TIKTNTN AVOOCIAKN

aTravrnon

O pbéroc tov a&ovo IL-33/ST2 oty emiktntn avooio &ivar TOAD KaAG
ueketnuévog [118, 125, 143, 213]. I'evikd, n 1L-33 gumiéketar otnv gvepyomoinon
™m¢ emiktng avooiag pécm ovo odav. Ilpmdtov éupeca, péow evepyomoinomg
EYYEVOV avocokvTTdpwv, 0mmg twv DCs kot tov ILC2S, ta onoia petappdalovv o
onuoto TG EUELING AVOCiag O©TO KLUTTAPO TOV  EMIKTNTOL  OVOCOTOUTIKOV
ovotnuatog [185] kot dedtepov péow GpeoNG EVEPYOTOINONG TV KLTTAP®V TNG
eniktnng avooiog 6w tov 1L-33/ST2L d&ova onuatoddmmong [213].

Ocov apopd v mpd™ 000, N avdéttd Tov DCs va avtamokpivovior ota
DAMPs, o¢épovtag katdAiniovg odtapepppoavikods vmodoyelg kot 1 akdAovdn
aAnAenidpacr] TOovg pe TO KOTTOPO TG EVOOYEVOLG Ovociag elval  KOAQ
avayvoptopévn. AwadpapatiCoov onuavtikd polo HECH TNG OVILYOVOTAPOLGIOGNG
oV evepyomoinomn kai tn dwpopornoinon twv napbévov CDA+ T Aeppoxvttdpwv
[25, 71-73, 181, 213, 214] mpog évav Th2 @awvotumo, enayovrag Kot vrootnpilovtag
TOVTOYPOVE, TNV KLTTOPOTOEIKT dpdon twv CD8+ T-Aep@okvttdpmv, CLVIGTOVING
évav BepleMddovg onpaciog cLUVOETIKO KPIKO OVAUESH GTNV EUEUTN Kol EMIKTNTN
avooia [25, 31, 68, 71-73]. TTio cvykekpléva, UEAETEC AVOPEPOLY OTL AV KOl M
Baokn €kppacn Tov vrodoyéa emeaveiog ST2L eivar oyetikd younin oe DCs, n
oyepon pe IL-33 embyst v éxepoocn Tov LRWOOOYEN LE OMOTEAEGHO TNV
gvepyomoinon tovg. ‘Exel @avel mwg M UETOVAGTELGY] TOVG GTOVS TEPLOYIKOVG
Aeppadéves kaBoonyel Tov TOALUTAACIAGUO Kol TN dlpoponoinoT twv mapfévev
CD4+ T kbtrapwv mpog éva Th2 kuttapokvikd mpoeid 6tav ta DCs ektibevton og

IL-33 [181]. Emwumpocbeta mn wpipavon, petavaotevon kot dpacn tov DCs
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napotnpnOnke va eivar eEacbevnuévn oe emipveg pe avendpkelo Tov vwodoyéa ST2,
otav o KOTTOPO EKTEOMKAY Ge aAdepyloyova [214].

[MopdAinia, Aoppdvoviag vmoéyw v toyeio wor  polikn  mopoymyn
optopévov kvtokvav amo to ILC2s, avayvopiletor n mbavoétmro Eupeco vo
npomBovv t drapoponoinon tov T Pondntikdv kuttdpwv [185, 215]. Eivar yvooto
eniong 6t ta ILC2S gvepyomotovv mpdtov ta DCS dote va ackinocovy ) dpacn Tovg
ent tov T-kuttdpov kot devtepov 1o NK kOttopa @dote va mapdyovv INF-y
katevfovovtag mpog évav Th2 kot Thl kuttapokivikd @awvotumo, avtictoryo [185].
[Tépav tov mpoavapepOBEVTOG pOLOL, Ol AUECES KVTTAPIKEG OAANAETIOPACELS LETOED
tov ILC2 kot tov Aeppokuttdpov eniong vroompilovrat and peréteg [99, 113, 114,
123, 150, 151, 185, 207]. O péroc tovg otv Th2 amdvinon eivar evkpvig. Exet
napatnpnOel mog n eEavtinon tov ILC2s e&oobevei onuavtikd v Th2 andkpion
TOV OVOPLEVETOL PETA oo ékOeomn oe mamaivn [215]. Meléteg og melpapotikd poviéla,
emipoov vrootpilovv 1o Pacwd poro tov IL-33-evepyomompévov ILC2S o1
dwapopornoinon kot gvepyomoinon tov CD4+ T kuttdpov zmpog éve Th2
KUTTOPOKIVIKO TPOoQik pe docoe&aptdpevo tpomo [215-217]. Mdloto mapoatnpronke
TG 1 Kown petapopd 10co mAnbuvopov ILC2 6co kar CD4+ T kvttdpwv, odnynoe
0€ EMOYMYN UI0G 1oYVPNG avTlyovo-edikng Th2 eAeypovig Tov aepaymydv, 1 omoia
dev mopatnpnOnke otav petapépbnie kabe TANOLGUOC KLTTAPOV EEYMPIOTA EVTOG
TOV 0EPAYOYDV.

Ocov agopd ™ 0evTePn 086 pe v omoia o a&ovag IL-33/ST2 gumiéxeton
otV emiknn avooia, &xel eavel 6tL ta CD4+ T kidttopa ex@palovv mePLopiouévo
apud ST2L vrodoyéwv oty emedveld tovg [165]. O apBudg tov vrodoyxémv
avéavetor ved v emidopaon g IL-33, xabiotdviog To KOTTAPO OVTA KAVO Vo

avtomokplBovy e€aipeTikd ot ovvoeon g oiapuivng. Otav ta CD4+ T kdtropa
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KoAMepynOnkay pe 1L-33, mopryoyav IL-5 kot IL-13 [129, 218]. e o GAAN peré
napotnpnOnKe mog eved M ekbeon TV aepaywydv o ofrafr] oavitydva, OTmG 1
apokvavivny (keyhole limpet hemocyanin), TpokdAiese ovoGOAOYIKY] avoyn, OTav ot
emipoeg extédniav ota 0o avtryéva o cuvovaoud pe v IL-33, avéntvéov woyvpn
kot pakpoypovia Th2 CD4+ T avocoamdkpion kot taboroyio mvevudvov [219], 6mmg
NOGWOPIAIL TOV OEPAYDYDV, VIEPTANGIO TOV PAEVVOYOVOL, VIEPAVTIOPAGTIKOTITO
[220] kot mapayoyn oviiocopdtov IgE [221, 222], onAadr mabo@uoioloyikd
toodvvapo tov dobuatoc. Emiong, oe in vivo peléteg, pavnke ot n IL-33 ennyaye
tayémg Vv ékppaon g IL-4 oe CD4+ T wottopa [129, 218]. H mapatipnon avty
elvar onuavtiky o0t 1 evdoyevig IL-4 o@aiveton va givor kpioyun vy ™
dwpoponoinon tov Th2 CD4+ T kvttdpov, evd n e&avtinon g IL-4 odnyel oty
avamtuén Thl7 CD4+ T kuttdpov [220].

[MopdAinia, Tpdceateg mapatnpnoelg £de&av 6tL n IL-33 cvppetéyel oty
evepyomoinon tov Bviaxiwdov Bondntikev T (follicular helper T, Tth) kotrapwv
[223, 224]. Ta Tth kdtrapa kdTTOpa dakpivovrarl and ta vrorowto CD4+ T kottapo
SrdpapatiCoviag emAEKTIKO pOAO GTNV EVOPYNOTPMOOT| AMOKPIcEOY 0T0 PAACTIKO
AEPOKO KEVTPO, TPodyovTag TV avantvén B kuttdpov pviung peyding didpketog
Comg [223, 224]. Tlpaypat,, m ovvyopriiynon IL-33 xor ofoifovpiving oty
AVATVELGTIKN 000, 0dNyNnoe og dVo Eeywplotd vrosvvora CD4+ T kuttdpwv, TOTOL
Th2 xon tomov Tfh, otov mvevpovikd 1616 [220]. AmodeiyOnke o6tL T Th2 CD4+ T
KOTTOPO HECOAUBOVGOV GTNV NOGIWVOPIAIKY] (QAEYLOVI] TOV OEPAYMYDOV KOL TNV
TapodIK mapoywyn aviryovov ewdwol IgE avricopatog, eved ta xvttapa Tth
uecoArapovoav oty mapatetapévn mapayoyq IgE [220]. Eivar evdopépov o0t 1
evepyonoinon tov Tth CD4+ T kottapov anaitnoe youniotepeg o6celg g IL-33 og

oLYKpLoN UE eKetves Tov amontnOnkay yio v enayoyn tov Th2 CD4+ T kuttdpov.
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Ta Treg xOTTOPO EUTAEKOVTOL ENIONG GTNV ALVOGOAOYIKT OHOIOGTACT KOl GTNV
AVOCOAOYIKT, avoyf amévavtt o€ afrafn avtyova [225-227]. Mo 18106V0TOTIKY
éxppaon ST2 mapatmpndnke oe vmooHvoro Treg kOTTOPOV GE OAPOPOLE 1GTOVG,
cuumePAaUPAVOUEVOVY TOV TVEDOVA Kot TOV YooTpeviepkoy. Otav ta ST2+ T Treg
KkOttapa, ektédnkov oe IL-33, molomiacidomkav [228-230]. Eivar emiong
evolapépov Ot avtd o ST2+ T Treg kottapa eE€ppalav Tov TapdyovTo HETOYPUPNG
Th2 GATAS3 [228-230]. ®dvnke paiota 0Tl AT 1 cuvarnapln gival GNUAVTIKY,
kabahg ta deyeppéva pe 1L-33 GATA3+ Treg wkottapa, kot oyt o GATAS3- Treg
kottapa, eEéppalov mRNA kot mpoteiveg IL-5 won 1L-13 [130]. H IL-33 emiong
pvouiler ta Treg wottapa éupeca, péow evepyomoinong twv ILC2s, DCs 7
IGTIOKLTTAP®OV KAODS avTd oo KOTTOpa Topdyovv IL-2 mov mpodyet v avamTuén kot
Aerrovpyio tov Treg kuttdpwv [231-233]. Tepartépm, ypNoYLOTOLOVTAG Lo, IN Vitro
dokpacio cuvkoAAiEpyetag, N IL-33 amodeiydnke 0t1 eacbevel v KovoOTNTO TOV
kuttdpov Treg va vmoPonbodv tov moAlomiaciacud tov CD4+ T wvttdpov
tedeotmv [228, 229, 231-233]. Téhoc, €xel vrootnprydel 61t n IL-33 eumiéketon oe
avocoomokpioelg mov pecorafovv CD8+ T kdtrapa [186].

Yvvomtikd, otV emiktntn avoocio, n IL-33 pvBuiler dpeca n éupeca
Aertovpyio twv CD4+, Tfh, Tregs kouw CD8+ T kvttapwv [213-233]. H IL-33 umopei
éupeco vo mpodyest kot vo puOuilet v emikntn avocloky omdvtnorn o NG
necoAdpnong mowidwv kvttopikdv mAnbvcpumv (o péom tov DCs 1 ILC2s),
avdioya pe Tig ocuvOnkeg ékBeong kaur to 10Tkd mepPdArlov. MeAhovTikéc PeAETeg
elvarl amopaitnTeg Yoo ™MV TEPAUTEP® OTOGAPNVION TOV pnyoviocudv mov 1 1L-33

VILAYOPEVEL TNV KATEVOVVOT) QVTMV TOV 0VOGOALOYIKMY OTOKPIGEMV.
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2.4.3 A%ovag IL-33/ST2 kai Xpoévia QAEYHOVE aEpaAywywVv
Avadvopeva dedopéva amodsikvoovy OtL o a&ovag IL-33/ST2 dadpapariCel
onUavTiKd poro Oyt pdévo oty ofeior oAAd Kol otn ¥povia, emipovn) GAEYLOVH T®V
aepayoydv. Iepapatikd povtéda aAlepytkov doBuotog Exovv ypnoyoromnbel Tpog
TEKUNPIOON VNS TG 6VVIEST|G dedopévou 0Tt T0 doBpa yopaktnpileton and ypovia
QAEYLOVT, LTEPAVTIOPACTIKOTNTO Kol ovOdpOpemorn Tav oepayoyov [91, 234,
235]. 'Exet @avel Aomdv mog 1 éxepacn g IL-33 avédvetor dpapatikd Kotd ™
dupkela Oyt poévo g ofelog aAld Kot g xpoviag ékBeong oe aAlepyloydvo Kot
ovvodeveTan amd avEnomn tov aptBpov CD4+ T kot ILC2s kuttépmv, GTOV TVELUOVIKO
1070 [91, 125, 151]. Xe emipveg pe avemdpkelo Tov vrodoyéa ST2 1 oe mepmTOOELG
xopnynong oavticopatog Eévavtt g IL-33, mpoxinbnke eEacBévmon TtV
TPOKAAOVUEVDV 0O aALEPYLOYOVa avocoamokpicewv [91, 125, 151]. Xvykexpipéva
amokaAVvEOnKe 6Tl petd and pokpd ékbeon oty IL-33, o powvdtvmog tov CD4+ Th2
T xvttdpov tpomomoieito mepartépw oe eovotvmo CD4+ Th2 kvttdpov "uvAung"
nov Bewpeitar efoupetikd maboyovoc. O GLYKEKPUEVOS KLTTOPIKOG (POIVOTLTTOG
evoyomoteito yo v ékkpion IL-5 S péow pmeopvrioong e MAPK p38, g
axoAovbo g IL-33/ST2 onuatoddmong [236]. Avtibeta, ot IL33 -/- emipveg £de1&av
egoobevnuévn avantoén tov CD4+ Th2 wkvttdpov pvaung ko e&aocBevnuévn
NOGWOPIMKY QAeypovy tov aegpayoymdv [91, 236]. Xtovg avOpomovg, ta Th2
KOtTopa pvnung mailovv Kpiciovg porovg oty kabodynon kot maboroyio g
aAlepYIKfg Bpoyykng ereypovig [91, 236, 237]. Mo dAAN pelétn datdinmoe OTL Ta
IL-33-gevepyomomuéva ILC2s mapapévouv oT1ovg AEU@AdEVIKODS GTaOUOVS Vi
apkeTég efOOUAdEG axdun Kat xwpic v mapovaoio IL-33 [187, 238], pe paxpoypdvieg
EMMTMOELG 101 puécm ¢ mapaywyng 1L-13 [187, 91, 151]. H IL-13 givat yvooto ot

Tupodotel TEpTEP® TN dpdon g IL-33 oto embnfio ¢ avamvevotikig odov [91,
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151]. Télog, n IL-33 mbavotato pmopei vo mpodyel pakpoyxpovio Th2 @Aieypovn
EVEPYOTIOLOVTOG EML HOKPOV PACEOQIAN KOl LOGTOKVTTOPO, OTMG PAIVETAL OO TNV
Tapovsio. avENUévov PacedPIA®V Kol HOCTOKLTTAP®Y Gg OeiylaTto TTLEAWMV Kot
Broyiov omd agpaywyods acevov pe acOuo [91, 95, 239]. Tuvontikd ta gvpHpoT
avtd vrodnidvovy 6tt 1 avénuévn ékepaon g IL-33 otov mveduova pmopel va
nailel éva poAo KAeWl otn dTnpNom G YPOVING PAEYLOVMOOOVG OTOKPLONG TMV

AEPAYDYDV.

2.4.4 Aovag IL-33/ST2 Kal eTTavaOVTEAOTTOINON AEPAYWYWYV
H ypovia pAeypovi Tov aepaymydv cLUVOSEVETOL GUYVE omd AvASLUOPP®ON
TOV AEPAYOYDV TOV Yopaktnpiletal and avEnuévo mhyog TOOUATOG, TaYLVON Asimv
HUIKAOV KLTTAP®V, UN QUOLOA0YIKY obvOeon eEwkuttdplog ovoing kot avEnuévn
ayyeiowon kot ayysodomepatdmra [240, 241]. TToArol kvuttapikoi mAnbvouoi kot
QAEYHLOVAOOES  pecOAAPNTEC  ovuPfdiiovv oty  maboroyikr] Swadwkacion NG
EMOVOLOVTEAOTOINONG, EVO TPOCPOTES UEAETEG OVESEIEOV TO ONUAVTIKO POAO TOV
dwdpopatiCer o aovag tov IL-33/ST2L [240]. Tw mapdderypa, m xopniynon
AVTICOUATOG EVOVTL TOL VTTOd0YXEN ST2 1 0 YeEVETIKOG ATOKAEIGHOG TOV vITodoyéa ST2
npoKaAel e€aclevnuév avadlapdpP®oN TOV AEPAYOYDV ETIHVOV UETA amd EkOgom
oe olepyloyova [242, 243]. EmmAéov, avaeépetor mmg 1 ovomdpkelo tov ST2
vrodoyxéa | 1 yopnynomn avticopatog Evavtt g IL-33 ghattdvel v TvELUOVIKY
ivoon mov mpokodeitor amd pmieopvkivn [244]. H IL-33 umopei va pvOuilel v
avadlapOpe®ON TOV 0epPay®YOV dleyeipovtag Katevbeiov Tovg voPrdocteg Yio
nopaymyn Kolhayovov [127] | péow g avoyaitiong g Opdone TV eVOAAAKTIKG,
EVEPYOTOMUEVOVY HoKpo@dymv M2 kot tov ILC2s [244]. H 1L-33 umopei eniong va

eunAécel Treg xVTTOPO TTOL HEGOAMPOVV GTNV OVASIUOPPMCT] TOL CEPOYDYOV.
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Yuykekpéva, tpoceateg pehéteg o {okd povtéda €dei&av 6t ta Treg kottapa
gtvor amapaitnTo yio v arokatdotoot g PAAPNS opiopévov wotav [187, 230, 245,
246]. Ewdwotepa, mapatnpndnke nog petd amd poAvven omd tov 10 g ypinng, M
amelevbepodpevn IL-33  mpokdAece TNV TOPAY®OYY]  OUQELPEYOVAIVIG,  €VOC
emdopbwtikod mapdyovra, and to kvttapa Treg ko [LC2s dote va emttevydel n
EMOKELT] TOL TVELLOVIKOD 16700 [245-247]. Antd T avedTépm ded0UEVO. SLAPAIVETOL O
onuUovTikodg porog tov G&ova IL-33/ST2 oty avadlopdpemon TV aepay®ym®V ®C
AmOTOKO TNG OVICOPPOTiag HeTal) TNG EKTETAUEVIG (QAEYHOVIG KOU TNG LOTIKNG
OTOKOTAGTOGNC.

Emumpocbétog, oavénuéva eminedo mRNA kot mpoteiving 1L-33  éyouvv
napatnpnBel 610 empavelonkd Tpavuatiopévo déppa (dokipacio wound healing),
vrodetkviovTag £va onpavtikd porlo g IL-33 dw péow g ST2L onuatoddtnong
omv enovAwon Tpavudtov [248, 249]. H evepyomoinom Tov €vOOKVLTTAPIOV
katappaktn MyD88/NF-kB odnyei otv emiotpdievon moKiAdV emdlopboTtikdv
unyovicpuov pécm Th2 avootakng andvinong [250].

O péiog TO0L GEOvo otV AVASIOUOPP®CT TOVL 10TOV YiveTol KAAVTEPO
KATovonTdg, OEOOUEVOV TOV KPICIU®OV OVOCOAOYIKAOV OToKpice®mV Tov AopBdvouv
YOpo KoTd TV avdntuén tov wtdv. Aoonueiota, £xer avagepBel avénuévn
napoywyn ™¢ emOniokng IL-33 kot cvesompevon ILC2S xatd tn Sdpkelo g
TEPLOOOV KLYEMOIKNG ovamTuéng tov mveduova, oAadn Koata v mepiodo g
LEYIOTNG aVaSOUOPP®GTG TOL opyavov [251].

SOUTEPAGUOTIKA, OO KOl TEPIGGOTEPA JEOOUEVE PMOTICOVY TOVG POAOVLS TNG
IL-33 Kot Toug KuTTapIKovg TG 6T0Y0VS, OTtmg To. ILC2S kot ta Th2 kottapa pviung,
oe avOpOTIVOLS aepay®YOVs. MEowm NG avayvdplons TOV EUTAEKOUEVOV UEADV

UTTOPOVLLE VO KATOVONGOVHE KOADTEPA TO POAO TOV AEova TNV PAEYLOVH Kol GTNV
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10TIKN amokotdotacy. EEakolovBovv vo vrdpyovv Opmg mowkida epotiupota. Ot
Broroyukéc 100t Teg g IL-33 dev elvan mANpwg Katavontéc. Aev gival yvwotd molo
etvat n 6TaBepOTNTO KOL 1] OPACTIKOTNTO TOV TOKIA®V OPU®V popeov g IL-33, 1
¢ ennpedlel To dopopetikd o&edoavaywytkd status e mpoteivig ta avotépm. Ot
YVOGES WHOG Elvol TEPLOPICUEVEG CYETIKA HE TO €0V Ol TOIKIAES OVOCOAOYIKEG
avTOPACELS O10POPOTOIOVVTOL aVAAOYa HE TNV KuTtapkn mnynq ¢ IL-33 kot to
o6pyavo oto omoio Sadpapatileror M EAeypovmdong oviidpaon. Emmpdcbeta 1

e€yvioon TOV UNYOVICUOV KUTTAPIKNG OTPATOAOYNONG XPNLEL TEPATEP® EPEVVAG.

2.5 O p6éAog Tou agova IL-33/ST2 oTNV TTVEUMOVIKNA
vooo
[ToAvapiBpo dedopéva VITAPYOLY CYETIKO He TN cvppetoyr] Tov agova IL-

33/ST2 omv maboyévela TOADY VOOT|LATOV TOV OVATVEVCTIKOD GLOTHUATOG [252-
299]. T mapdderypo oe acbeveic e aobua, n €étacn TPOKANTOV TTLEL®Y, 0pOD,
Kot Bpoyyokvyeidikon exkmivpotog (BAL) édei&e avénuévn ékppoon mRNA kot
npoteivng 1L-33. AvEnuévn éxppaon moapotnpndnke kol oto emOniokd KoTTOpO
Bpoyywod totov [126, 151, 243, 252-262]. Ta emimeda g arappivig paloto
ovoyetionkov pe T coPapodtnto g vOoov oe auTEC T peAéteg [126, 151, 243,
252-260]. H éxepaon opyung IL-33, cvoyetiomke pe éviovn Th2 @Aeypovn oe
acOeveig pe aobua [95]. . Ewdwkotepa, mpoteiveton 6t IL-33 evepyomoiei ta ILC2S
wote va ekkpivouv Th2 kvtokives o avtovg Tovg acbeveic [262]. MdAota o aplOuog
tov ILC2s oto aipo cvoyetiomke Betikd pe 10 pey€hoc g notvoPiMog TV 10TOV
Kot TN KAMvikd aotadn voco [263 -266]. Mdlota, ta ILC2s o omoia aviyvedOnkav
OTOVG OEPOYMYOVS Kot 6TOV 0p0 acbevav pe acOua frav mo gvaichnta otnv dpdon
¢ IL-33 og obykpion pe ta ILC2S tov vyiov poptopov [264-266]. [Ipdceata, o
onuotodotikog katappaktng I1L-33/6vukng otpopatikng Aepporomrivng (TSLP)—
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Boaoedphmv-1LC2s-1L-5/IL-13 meprypdonke oy maboyéveln tov aobpatog [95, 26-
265]. Iapopoimg, ta emineda Tov SST2 avevpédnoav avénuéva otov opd acbevav pe
dobua [260, 261]. Zuvvolkd, mn IL-33 eumiéketar omv maboevcololoyio Tov
doBuatog, kot M pEYPL TOPO  YVAOGCT OIKOOAOYEL TNV avAYKN  aveEDPECNC
(QOPUOKOAOYIKMV Kol BLOAOYIK®OV TP yOVI®V TOV UTOPOLV Vo EAEYEOLV TaL emimedd
g [252-267].

Emiong, ovppwva pe por oepd peretov, n ékepacn ST2 mRNA, ST2
npwteivng kKot IL-33 mRNA givol otabepd avénpévn oto pvikd emiBnio achevav pe
aAlepyKn pwvitida. oe ovykplon pe vy dropo [121, 128, 212, 268]. Qotdco,
VITAPYOVV OVTIPATIKEG AVOPOPEG GYETIKG e T emineda g npwteivng IL-33 [121,
128, 264]. ka1 tov ILC2s otovg acbeveic [264, 268-270]. Daivetar Tmg 1 Proynukn
@Vo™ TV TOIKIA®V aAAepyloyovov pmopetl va ennpedost ta eninedo tov ILC2s kot
IL-33 otovg maoyovteg [121, 128, 264, 268-270].

AvEnpévn éxppaocn mRNA kot mpoteivng IL-33 mapatmpndnke oe delypata
pwikng Proyiog acBevav pe xpovia TOPOPIVOKOATITION Kol PVIKOVS TOAVTOOES TOV
ntav aviektikol ot Oepaneio [271-274]. Opoimg, o apBuds tov ILC2S otig Proyieg
0V PAEVVOYOVOV TV KOATOV NTOV OQLENUEVOG GTOVG avetépm acbeveig [275].
Mdéhota ta eminedo tov ILC2s cvoyetiommkov pe ) coPopodtnto TOV PvikKoVv
CUUTTOUATOV KOl TOpovsiacav peimon petd amd ocvotnuatikn Oepoameio  pe
Koptikootepoedn [275]. EmmAéov, mapovasio tng IL-33, ot 1oT01 epumhovtiotnkay pe
vynAp twn CD4+ T «ittapov oe  acbevelg pe mMoowo@uukny  yxpovia
TOPAPIVOKOATITIOO KOl prviKoh molvmodeg [238, 276] .

O G&ovag gumiéketor Ko otn maboroyia g XAII [127, 277]. H IL-33 ot o
SST2 Ntav avénuéva oe detypata opov acBevav pe XAIl oe ocbykpion pe vyieic

uaptopeg [127, 277]. Emiong, n ékeppacn g IL-33 oto embniokd kdttapo tov
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Bpoyyov frav avénuévn otovg acbeveig pe XAIl [127, 277]. H ékppoon tov 1L-33
kot SST2 evioyvOnke onNUAVTIKE GTOV TVELHOVIKO 16TO apovpaimv mov eKTEONKE GE
Kamvo Tolydpov, o€ ouvovacHd pe avénuévn dleicovon  oLdETEPOPIA®YV Kot
HOKPOPAY®V, QLENUEVT] EKPPOOT] PAEYLOVMOODV KLTOKIVAOV Kal ynuelokwvav [278].
Eivat onpovtico 6t 0dec ot maboroyikéc petaforég eEacbévnoay petd and yopnynon
e&ovdetepmtikod  avticopatog ¢ IL-33  [278]. Ta mopomdve dedopéva
vrodniovovv 6t 1 IL-33 mailel évav kpioio poOlo 6T PAEYUOVI] TOV OEPAYOYDV
OV TPOKOAEITAL amd TOV Kamvod Tov Totydpov [279]. Mia akoilovOn pelé
avayvopioe emiong 0Tt n IL-33 ekppdletor oe Ppoyyikd embnAlokd kvTTOPO KO
HovVOTOupN VO KOTTOPO TEPLUPEPIKOD AIUATOC MG AMOKPION GE KOTVICUO GE EMIPVEG
[280]. Ot Kearley kat cvv., ypnoyomoincav Evav GuvovAGHO KOTVOD TOLYAPOL Kot
poidvoewc amd maboyovo mpokaAidviag mpddpopeg mapobvvoelg XAIl oe Loikd
HOVTEAD OamodelkvoovTag OTL 1 @Aeypovn elvar evieAdg e&aoBevnuévn amovcia
onuotoddotong and v IL-33, in vivo [108]. Ot cuyypageic katéAnéav emiong oto
ocounépaopa 0t 6t XAIL o kamvog petafdiiel to pikpomepBGAiov Tov TvedovVa
v va otevkorvvel v IL-33-e&aptdpevn @Aeypovaddn oviidpacn omévovilt 6To
AOU®DIES aitlo, emdevdvovtog TeAKa Ty acOévela [108]. Ta peiwpévo enineda IL-
33 &yovv emiong ocvoyeTiobel pe ™V EKNTTOON NG AVOTVELGTIKNG AELTOVPYING TOV
acOevov [281]. H duvatdomto otoyobétnong g IL-33 wg Oepamevtikng emiloyng
ot XAII éxer cuinmobei mpdopata [282].

H mvevpovikr tvoon etvor pio mpoodevutikn kot omelAntikny ywo. ) (on
womoAlamhactlootiky acBévele. H 080g IL-33/ST2 ocvppetéyer oty woTiKy
dwdkacio ToAL®Y (OTIKOV opydvev, €TOPAOVING GTNV OYYELOYEVEST], TOPOYMYY|
ovoTatTiKOV eEOKVTTapLoG Bepéog ovoiag Onmg evamdbeon KoOAAoyOvoy Kot 6TV

emOnho-peceyyvpatikny petdntmon (epithelial-mesenchymal transition, EMT) [283-
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285]. Ta emineda MRNA kot mpoteivng IL-33 €xovv Ppebei onuavtikd vynAidtepa
oto BAL oaofevav pe 1domadn mvevpovikn ivoon (interstitial pulmonary fibrosis,
IPF) N oxAnpddepua 6€ oOyKplon pe toug vylelg paptopeg [285-288]. Ta emineda
SST2 opoiwg avénnkav oxeddv 7 popég mepiocdtepo otov 0pd acbevav pe IPF oe
neputtocel mopo&hvong [289, 290]. Emiong, mapatnpndnke onuavtikny Oetiky
oVoYETION TOV EMTES®V SST2 e Ta emimeda TG YOAAKTIKNG apudpoyovione (LDH)
OV GLVIOTA Ogiktn 1oTkng PAAPNG Ko to eminedo g C-avtdpdoog TpoTEIVNS
(CRP) mov ovviotd deiktn ocvotuatiknig eAeypovig [291]. Emumpoctétmc, ot Li ko
ouv., éoe1&av 0Tt ot emipveg pe EAderym ST2 mepldpicay TNV TVELLOVIKY| tV@OOT| OV
TPOKOAEITAL OO UTAEOUVKIVY Kol 0VTO TO POVOLEVO TTopatnprOnke emiong petd amd
Oepameia pe e&ovdetepmting avricopata g IL-33 [244]. Eivatl kold edpaiopévo ot
10 TPOWVOTIKO amotédecpa ¢ IL-33 amodidetor kKuplowg oty KavdtTa TOAMONG
TOV HOKPOQAY®V TTPog Tov M2 @avotumo, avédvovtag £totl Ty ékepaon tov 1L-13,
TGF-B mov amotehovv 1oyLPOVS evepyomomtég TV WOPALOCTAOV, KOl GUVETMDGC
JlEYEIPOVY TOV KLTTOPIKO TOALOTAOCIACHO KOl TV avENUEVN 6OVOEST KOAAAYOGVOL
[122, 286, 290, 292, 293]. 'Exet vmootnpiyfel mwc o porog tov I1L-33/ST2 d&ova eivan
TPOTICTOG OVILPAEYLOVMOONG KOl OVIUTOALOTAACIACTIKOG, EVIOVTOLS 1 XPOVIOTNTO
LG AEYHOVOSOLE dladikaciog odnyel o mpoveoTikd amotedéopata [122, 286, 290,
292, 293].

O a&ovag IL-33/ST2 katéyel Keviptkd pOLO Kol OTIC TEPITTOCELS AOIUDEEDV
OV ovorvevoTikoy [294, 295]. H lolpwén and tov 16 g ypinng yuo mopddstypa,
npokarel avénuévn ékepaon g IL-33 amd ta emOniaxd Ppoyykd kotTopa in Vivo
[294]. To uk6 RNA mov amneievBepdveral petd amd KOTOGTPOPN TOV EXONAMOKOV
KUTTOPOV, 00MYel og TowTtOYpovn amelevBépwon IL-33 ano to vekpopévo koTTOpL

[294]. Toa avocokvttopo 7oL emoTpaTelovVTaL Yoo TNV  KAOBopPon Tov 100
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anelevbepovoov IL-13 mov evoyomotgiton vy MV avénon g PPoyykng
vrepavTdpactikotntog [294]. Ta ILC2s, Th2 kot Tregs kvtTopo mov givor Topovio
ekepalovv pe ™ oepd tovg auppeyovAdiv (AREG) —udpio mov aviker oty
OIKOYEVEIWL TOV  EMOEPUIKOD  OVENTIKOD  TOPAYOVTIO- 1 Omoic  emMOPA oIV
ATOKOTAGTOOT) TOL TVEVUOVIKOD 16TOV. AAAN pedétn £0e1&e OTL o€ TEPAOTIKG {OKA
HOVTEAQL OAYNG, 1 TOPOUOVI] TOL ONATIKOD TPOPIA GLOYETIOCTNKE LE ONUOVTIKA
vynidtepa emineda sST2 opov (cvvoedepuéva pe v IL-33) kot Koto cvvéneio
yopunAotepo eminedo erevOepng IL-33 vmodewkvdoviag tov {oTIKAG onpociog
OLO10GTATIKO POAO TNG OAQPUIVIG GTNV OVTILETOTIOT TG GUOTNUOTIKNG PAEYLOVNG
[296].

Emumpocheta, o porog tov a&ova I1L-33/ST2 egival onuoviikdc 6tov KapKivo
tov mvevpova. H IL-33 ekppdleton o€ vynAd enimeda oe KAPKIVIKA KOTTOPO 0c0evmdv
He pn pikpokvttapikd kapkivo mvevuovoe (non small cell lung cancer, NSCLC),
vrootpilovtag wa mhovn gpumrokn g IL-33 omv avértuén Kot 6To PETOGTATIKO
duvopko tov dykov [297]. Ta avénuéva enineda 1L-33 mAdopatog Exovv cuoyetiofel
LE TO TPOYOPNUEVO GTAGI0 TOL Kapkivov Tov Tvedpova. Avtifeta, n peldon TV
emmédov ¢ IL-33 onuatodotel ) peiwon Tov OyKOL TOL TVEDUOVO KOl OLTH M
ocvoyétion umopel vo amodobel ot peimon Tov Ppoyyikov emBNAlaKoD 16T0D Kol TOV
ayyelokov evoodniiakov 16100 ¢ mnyég g IL-33 [298]. In vivo mpokAvikég pehéteg
poptupovy 0Tt M ékepaoct g IL-33 cvoyetileton Oetikd pe tov avocoictoymukd
delktn wutrapikov moilomAactocpov Ki-67 kot 6t o oamokAiewopog g 1L-33
KATOOTEAAEL TNV wovotnTo avantuéng tov avBporivov NSCLC xkvttdpowv oe
Eevopooyevpata [298]. Xvvold, m IL-33 Aertovpysi o¢ évag €yyeving MOPLOKOC
Ny oviopog mov vrootpilet v avdmtuén tov NSCLC aAld Kot og EVog TapayovTog

OV TTPOEPYETAL OO TOV GYKO KOl OV EMGTPOATEVEL TNV OVOCOAOYIKT KAOAPGH TOV
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[299]. O oamoxkiewopog g IL-33  Swopopedvel £€va mepPAAAOV  PELOUEVNG
OVOGOAOYIKNG EMTAPNONG OO HOPTLUPATOL OO TV KATAPYNON THNG GLGCMOPEVCNG
ToA®pUEVOV M2 pokpopdymv kot Tregs kuttapov [299].

Avtifeta, ov Qin L xot ovv. €d6ei&ov OTL 1 GLGTNUATIKY YOPNYNom
avacvvovacpévng 1L-33 avéotelle in VIVO onpovtikd tv avantoén g Aevyoipiog
kot mopétewve ™V emPioon avédvovtag v mapaywyn IFN-y and ta Agvyoypukd
CD8+ T x¥ttapa mov oviyvedTnkov oto piKkpomeptBaiiov tov dykov [300-302].
Eniong o poéiog tg IL-33 £éyer pelembel otov kapkivo t0v paoTOH, OMOL TO
avénpéva enimeda T ahapuivng eaivetotl va tpodyovy Ty eEEMEN TOV KOPKIVOL TOV
HooToL pécw peimong g avocoroyikng emttipnong [303]. Ta avotépw gvpiuata
avayvopilovv v IL-33 ©¢ onpavtikd moapdyovio 6Ty 0voGoAloyio, ToV KopKivov,
dtvovtog éugaocrn ot ¥pNomn Tov ©¢ Evav HEAAOVTIKO OepamevTikd avTIKOPKIVIKO

6160 [299].

2.6 O poAog Tou Ggova IL-33/ST2 oTnVv UTTE(WKOTIKNA
vooo

O poéiog g IL-33 xou toL vmodoyéa ST2 omv maboyéveon Twv
Vel OKOTIKOV cLAAOY®V (YX) KOl Ol EMATAOGEIS TOVG OTN AETOVPYid TOV
Vel OKOTIK®OV pecodnMokdv Kuttdpov gival eddyloto peletnuéva. O Lee kot ot
ouvv, tpotot to 2013, avépepav 01t ta eninedo ¢ IL-33 givar onpovikd avénpéva
otovg aobeveilg pe QuUaTIOdN VIELOKOTIKY GLAAOYY GE GUYKPION HE OVTE TV
acOevov pe kaxondeig 1 mopanvevpovikéc Y [304]. Ot Li kot ovv. 6t cvvéyela
avépepav 01t M IL-33 pmopel va ypnoyomombel g dayvootikdg Prodeiktng oe
oLVOVOGUO HE TNV amopvacn g adevooivng (adenosine deaminase, ADA) yw ™
dbyvomon tov pupotimdov Y [305]. £ avtd ta mhaicta, ot Xuan kot Guv. TpoTeivay

ot 1o eminedo ¢ oroppivng oto VIELOKOTIKO VYPO UITOPOHV TKOVOTOUTIKG VO
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dtakpivouy TIg PuHTIONdES amd TIg Kakonbelg YX 6mov 1 ovykévipwon IL-33 Oa
gtvor vYnAN kot younAn, avtictoyo [306].

H IL-33 evioyver v ékepaomn ¢ INF-y, wog Thl kvtokivng n omoia pe
oelpd g elvarl Yvootd 0Tt Tailel KeVIPKO pOAO GTOV GYNUATICUO TOV VTECOKOTIKOD
VEKPMOTIKOV KOKKIMOTOS KOl 6TV TPootacio £vavtt Tov Mycobacterium tuberculosis
[304, 307-317]. Eivau yvootd 011 oT1g popatindelg Y emkpotei 1 Thl évavtt g
Th2 avocioknig amdvinong [307, 308]. Zouemva pe tovg cLyypaQeic, N Tapddoén
npo-Th1 dpdon g IL-33 o115 puuatiddelg Y pnopei va e€nyndei mpdtov omd v
dueon emidpaon g IL-33 eni tov NKT kbdtrapov mov Ba odnyncovv ¢ éva Thl
Kuttapokvikd mpogid [304, 307-317] ko dedtepov éupeco péow g IL-12-
evepyomoinong tov Thl wxvttdpov ®dcte va mapdyovv INF-y [304, 307-317].
Avrtiotpooa, dAdec peréteg avaeépovv 0Tt 1 Ekepaon g IL-33 endyetor and v
IFN-y | tqv TNF tov vrelmkotikod vypov ot onoieg mopdyovtal omd Thl kvttapa,
NKT xow NK wottapa [38, 110, 307]. Evtovtolg, pia mpdoeotn peTa-ovaAvon
ouvoyilel 601t n pepovopévn ypnon mg IL-33 dev mopovcidlel emapkn gvoicOncio
KO E101KOTNTA MG d1oyvmOTIKOG Brodeiktng Tov pupationddv Y [318].

Yuyxpoveg, ot Kwon kot cuv., domictooay 0Tl OTIS NOCWOPIMKEG YXZ
eCattiag mpwtomadodg avtdopatov mvevpobdpaka, dNAadN o€ mepTOCELS 0o&eiog
Vel OKOTIKNG U1 AOUMOOVS outlodoyiog @Aeypovhg, ta emimeda ¢ IL-33 oto
Vel OKOTIKO VYPO NTOV CNUOVTIKG CLENUEVE CLUYKPLTIKA e TNV OULAd0 EAEYYOL TNV
omoio avikav acBeveic pe kakondn, LUATIOON, TAPUTVEVUOVIKT KOl OUOPMUATIKNY
YZX [319]. H abénon avt amoddbnke otn unyoviky] Katamdvnon Tov vrelmkoTo Kot
odMynoe og pa un-Th2 aAld ILC2—e&aptdpevn avoclaKy OTAVINGT UE TOUPOYOYN
IL-5. Aev eoakpifobnke ¢ ovt) TV TEPIMTOON EMOUEVMOG, 1) EMIGTPATELOT NG

EMIKTNTNG OVOCIOKNG amdvinong ®g emdopfwtikog pnyavicpdc. Eyxet amoderybel
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GAA®OTE OTL M KOTOTOVNON TOV avOpOTIVOV 16TMOV, KoTaAnYel o€ €kkpilor [L-33 amd
10 EMONAOKA KOTTOPO ATOVGio KUTTOPIKNG VEKpwonG [ 148].

AMleg peréteg mov depgvvovy 10 poro g IL-33 omyv mabogucioroyio
VIELOKOTIKMOV VOSILATOV OVAPEPOVY TG 1| XOPNYNOT TNG aAapuivng in vivo emdyst
TOV TOAAOTAQGLOGUO TOV HOKPOPAY®V TNV VLIELOKOTIKY KOIWAOTNTO OTNV Omoic
avtd €0palovtal £T61 AGTE TEMKE VO 0VTOIOTNPOVVTOL YOPIG OVAYKN AVOTANPOCNG
TOVG amd 71O povokvTTOpa TOv aipotog [320-323]. ITwo ovedivtikd, n I1L-33
EMOTPOTEVEL NOCIVOPIAL 0ALG KoL TaL evepyomotel wate va mapdyovv IL-4 n omola
evBiverat yo Tov moAlomiaciacud Tov pakpoedywv [324-326]. Emnpocbeta, n IL-
33 emdyer Th2 amoxpicelg péom tov mpoidviov ékkpiong IL-5 ko IL-13 and ta
ILC2s kottapa [82]. H kvtokivny IL-13 mov mapdyetol, cuviotd Tpocdétn yio Tov
vrodoyéa g IL-4 (IL-4Ra), odnydvrog eniong o évav aveEaptnto amd v IL-4
TOALOTAQGIOGUO TOV HOKPOPAYy®mV otV vrelmkoTikn kokdtta. Etol, evidg g
opoyovov Kokdmtag mopatnpnonke o 1L-33-dropecorafodpevn  dvvatotnto
AVATTUENG E€YYEVOV LOKPOPAY®V CNUOVIIKOV Yo TNV OVTIKPOPLOKY Kot TNV
emdopbotikn wovotnTd e Emiong, elvarl yvootd 0tL OAEg 01 0poyoOvES KOTAOTITES
amoTEAOVV oNUavTIKEG degapevég vmoopddmv B kuttdpov, mov ovoudlovror Bl
KOTTOpO, 1 KOpw  Aswovpyic Towv  omoiwv  glvar M €EACQOAAMON  TPOUNG
avooomPocTaciog amd polvveon pe tayeio Ekkpion g avososeapivng IgM [330].
Yto mhaiocw avtd €xer mapatnpndel 6t m IL-33 mov mapdyston amd 1o FALC
KUTTOPKO VIOoTpope (dopég mov vmoompilovv Vv Toeio EUEULTN OVOGLOKT
amokpion) €yl Kpioo poAo oty gvepyomnoinon tev Bl kuttdpov tov netdAov tov
vrelokdta Kot oty akdAovON Tomky ékkpion IgM avococpatpivng.

Ocov apopd tov vrodoxéa ST2, peréteg vmbpyovv poévo 6Gov apopd

draAvt popen tov (sST2) [304, 331]. XZvykekpipéva o LEAETN aVEPEPE CNUOVTIKA
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vynAoTepa emineda SST2 oe kakonBelg Y o 0Tl 6TIG QUUATIOOELS KOl SUOPOUATIKES
YX [331]. Zmv idwo perétn eavnke otL ta emineda tov ST2 MRNA cvoyetiovrat
BeTikd pe 10 T0c00To TV CD4+ T KuTTOpOV TOV ATOUOVAOVOVTAL AT KokoN0elg Y
[331]. "Etot mpotdbnke, 61t tao CD4+ T kvttdpa oty kokondn Y petatomilovot
npog évav Th2 @awodtvro [331, 332]. H Th2 emkpdon otig kokonfeig Y
HopTUPATUL GAADOTE KOl OO TIC CLUYKEVIPMOGELS AAAWMV MO SL0OEGOUEVOV KVUTOKIVAV
Kol GVYKEKPEVE amd ta younidtepa eninedo g IL-12 kot ta vynAdtepa emineda
™m¢ Th2 kvtokivng, IL-10 [331]. Emiong ot ovyypageis avaeépovv vynAdtepa
eninedo ¢ Th2 wvtokivng, IL-4, kuttapikny mnyq tov omoiwv eivar ta CD4+ T
kOttopa [331]. Tlepartépm, €xel Bpebel 6TL ToL KOTTAPO OO PETAGTATIKOVS OYKOLG
pootol ekkpivouv vymAdtepa emimeda sST2 GuYKPITIKA [E TOL TPOTOYEVH] KOTTOPO
tov Oykov [333]. Ta enineda avtd aviyvedovtal vYNAL ctov opd Kot oxetilovral pe
TO UETAOTATIKO duvapiko tov dykov [333]. Télog, ta vynAotepa enineda SST2 oto0
Vel OKOTIKO VYPO £XOVV GULOYETIOTEL LE TN GOPapOTNTA TNG KAPOILOKNG AVETAPKELNS
[334] yopic @otd00 péXPL OTIYUNG VO EYEL TEKUNPLmBOEL 1 Stoyvootikn 1 Ogpamentikng
tov a&ia ot voco [335].

SOUTEPAGUOTIKA, APl TO WKPO aplBpd peietomv, oapaivetor 6t i 1L-33
elval Topovoa GE TEPMTMOGELS UNYOVIKNG KOTATOVNONG (NOoVoPIMkég Y HETA amd
nvevpobdpaka) ™ vrelokotikng peuPpdvne [319]. Ta emimeda g 1L-33
aviyvebovtal auénuéva ot TEPITTOcES PLUUATIOO®V YX [305-307]. EumAiéxeton
oTNV  OHOlOGTACT) TNG VLAECMKOTIKNAG KOWOTNTOG HECH OUTOJTNPNONG TOV
nokpo@dymv [324-326], evepyomoinong nwowopilewv [319, 324-326] wabdc kot
evepyomoinong Bl kuttdpov dote va mopdyovv IgM avococeaipivy. Ocov apopd
tov SST2 mbavoloyeitar 0Tl 6€ MEPMTMOELS YPOVIOG PAeyuovig (kakonBelg YZX)

pumAokdper TN onuatoddtnon péow tov ST2L kot dpa  auPrivoviag TG
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TPooTaTEVTIKEG Opdoelg tov IL33/ST2 d&ova, cuvictdviog emumpocheta Oeiktn
petaototikoy dvvapkov [331, 333]. Emiong otic kakonbeig Y (xpdvia pAeypovn
o0V VElOKOTA), To VYNAL emimeda SST2 gpunvevovy v mbavn emkpdrnorn evog

Th2 kvtrapikov pawvotvmov [331, 332].
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KE®PAAAIO 3 MeAérn Tou agova HMGB1/RAGE

3.1 Npwrteivn uPnARG KvnTikoTntog TG opadag Bl — High
mobility group box 1 protein -HMGB1.
3.1.1 lotopiki avadpopn

H mpoteivn vynAng kvntikdémrog g opddag B1 (High mobility group box 1
protein, HMGBI) &ivat puo pn 10Tovikn XpOUOCMUKT TPOTEIVY TOV AIopovaOnKe
a6 tovg Goodwin kat Johns to 1973, and to Bvpo adéva Poog [336]. H «oudda
VYNAIG KIVNTIKOTNTOC) TOV TUPNVIKOV TPOTEVOV 0o@eihel T0 OVOUd NG OTIg
W10 TESG TOYELNG KIVNTIKOTNTOG TTOV EMOEIKVOOVV OVTEG KATO TNV NAEKTPOPOPNOT| O
kT ToAvakpvAapdiov [30]. Ot gpguvnTég TOL TV AVAKAALYAV TOPATHPNCAV OTL
EVD TTPOKELTOL L0 OHAO0 LKP®V G HOPLaKO BAPOg TPMTEIVAOV GE GUYKPIOT| UE TIC
16TOVEG, TO GUVOALD OAMV TOV TPOTEIVOV OVTNAG TNG OUASNS GLUVIGTOVCE TEPITOL TO
30% tov cvvolikoy poprakov PBapovg tov DNA [30, 337]. H mocotntd TOUG YTV
OYETIKA PEYOAN GE GUYKPION UE TNV TOSHTNTA TPOTEIVNG TOV Bal TEPiEVE KATO10G
eqv empoKerto yuo €W0KoVG katactoheis yovidiov [30, 337]. I avtd Tov Adyo
védecav OTL 01 TPOTEIVES TG "opddag LYNANG KiynTikOTTag", OIS Kol 01 10TOVEG,
owvIoToOV dopkég Tpmteiveg Tov DNA [30, 37].

H HMGBI1 oamotelohce 10 TPAOTO OvayVOPIGUEVO UEAOG TNG OUKOYEVELNG
HMGB «oi avayvopiotnke g To IpdTo Kot apyETLUTO LOPLO TOV GLGYETICETAL PE TV
kataotpodn (DAMP) [338-344]. Metayevéotepa o 1995, n avalnon evéoyevov
TPOTEIVOV Oéspevons vy Tov 1oTikd vmodoyéa RAGE (vmodoyéog yio telkd
TPOTOVTA TPOYWPNUEVNS UN eviupatikng YAvkoluAMmong), odynce oty aviyvevon
g apeotepivng [345]. H apgotepivn apyikd anopoveOnke amd tov avonTucoOUEVO
eYKEPOAO G TPOTEIV] OVVOEONG TNG MIOPivng oL eViGyVEL TNV  ovATTLEN

VELPAEOVOV OTOVG EYKEPAAKOVG vevpaveg [346]. H "apgotepivn" Beopnbnke éva
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noplo pe evepyetikd oAAG kot ToEikd amoteAéopata. O yapaxtnpopog "HMG"
YPNOLOTOWONKE apyIKd DOOTE VoL oY MPIGEL TIC TVPNVIKES TPMTEIVESG, amd TN HEYPL
161E MEPLYpapoOuevn "appotepivny” mov BewpovTov TPMOTEIV TOV dpa ATOKAEIGTIKA
eEokuttapiog [346]. Xt ovvéyela, oamodeiybnke Ot €xel v 101 aAiniovyia
apwvoééwv pe v mpoteivi HMGBI1 [347, 348] xou vmipée tavtion g
ovopatoroyiag tov popiov (HMGB1, HMG1, HMG-1, HMG 1, apgotepivn, p30).
O1 e€okutropicég Aettovpyieg g HMGB1/apgotepivng éxovv peietn el ektevag og

moALG voonudra [27, 30, 37, 41, 60-62, 130, 339, 343, 348, 349].

3.1.2 Owoyévera HMGB

H owoyéveio HMGB amotereiton and 11 npoteive: HMGB1, HMGB2 kot
HMGB3. (n HMGB4 avayvopiotnke apyikd og véo PELOG TNG OKOYEVELNSG OUMG
apyotepa Ppébnke OtL givor popeoroyikd mavopototonn pe v HMGB3 kot €161
petovopdotnke o HMGB3) [342, 350]. H doun 6Awv tov tpoteivov HMGB givat
eEapetikd ocvvimpnuévn oty owoyévern HMGB (> 80% toavtoonun aiiniovyio
apwvo&éwv). H HMGBI eivar n mo cuyva exopalopevn and OAeS TIG TPMTEIVES TNG
owoyévelag HMG [351]. H ékppaon g HMGBI eivar mapovoa 6e 6Aovg oxeddv
TOVG TOTOVG KLTTAPWV, VD M kepaoct s HMGB2 mepropiletor 6toug Aeppikd 1610
Kot 6Tovg Opyelg oe evihka (oa. H ékppaon g HMGB3 nepropiletar ota Euppoa
Kot 670, apotorontikd Practokvttapa [338-342]. H HMGBI enipvog kot avOpmmov

TAPOLGLALEL TOVTOOT|UN OAANAOVYiO GE TOGOGTO peyaAvTEPO amd 98%.

3.1.3 Mopiakd xapaktnpIoTiIKa Tng HMGB1
H HMGBI1 &givor po, moAvAeltovpyikny TUPNVIKY TPOTEIV TOL LVRLAPYEL GE
OAOVG O0YEOGV TOLG TOMOVS KLTTAP®Y ONMG AVAPEPONKE AVOTEP® KOl TOL EXEL
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SPOPETIKO POLO OVAAOYO HE TO KLTTOPIKO OlopéPIcpa 6to omoio edpdletor [30]
(Mivekag 3). Kodwomoteitor and 10 avhpomnivo ypopocopo 13q12-13 ko
yopoaktnpiletor omd youniod poplokd Papog 30 kD, 6&wvn doAvtdtnto Kot vynAn
TEPLEKTIKOTNTA OPTICUEVOV apvoEEmv [336, 337, 351]. Ztov mupnva, OTOL KLPIMS
evromiletal, deopevel 10 DNA Kot cvppetéyel oe OAeG GYEOOV TIG TLPMVIKEG
depyacies (otabepomoinon ypOUATIVIG, EMICKELT, HETOYPOPY] KOl UETOPOPA
HETAYPAG®Y, GLVTAPNON TOL aplBpov kot g Béong TV VOLKAEOGOUAT®V,
GLVTNPNGOT TOV TEAOUEPDV KAT.) G dopkdc mapdyovrag tov DNA [338, 352-359].
Eéwkvttopiog, 1 HMGBI1 dwdpapatifert dopopetikd poro, evepyel ¢
alopuivn 1 DAMP, dapecolafel oe éva eupd QACUA  QLGIOAOYIKMOV KOt
TafOAOYIKOV AmOKPICEDY TOL TVPOSOTOLVTAL OO TN QAEYHOVI] KOl TOV KLTTOPIKO
Oavato [360]. Apa cuvoeduevn pe peyaio aplBud StopeUPPaviK®Y VTOSOYEWV, M
onpatoddToN OUmG HEc® Tov vodoyéa RAGE £xet éva povadikd mpodtumo kot £xet
emopkmg peietndel oe moAhd voonuata. H HMGBI1 Bewpeitor vrevbuvn yio moAlEég
avOGOLOYIKES dlepyacies, Omwc n avtogayia [361], n andntwon Ko n emOniio-
LEGEYYVUOTIKY UETAMTOOT EMONAMOKOV KUTTAPOV AEPAYOYADV, JEPYUGIEG TOV Eivar
Kpioweg yo v 10Tk avayévvnon kot veomlacpotikn e&EMEn [362-373] ommg

neprypaeovtal otov Iivaka 3.
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Mivaxag 3. Ewdwég Aettovpyieg g HMGBI1 ava kuttapikd dtapépiopo

Mupnvag Aéopeuon DNA: pUBpion petaypadrc®
staBepornoinon xpwuativng >’
suvappoldynon yovidiopatoc>>
Kuttapkr avtypadn®>®
EmidopBbwon DNA kat Statipnon PRKoug
telopepwv’>?

EvSokuttapiwe Evepyomoinon PKR/inflammasome®®*
Autodayia: H kuoteivn C106 amatteital yia tnv
enaywyn autopayiac>®®
Kuoteiveg, Seopeupéveg pe dtoouddidlo, amattovvrat
ylo Ty autodayia®®
Kata tn Stadpoun €kkplong [: €kkplon PEow
P ' 339, 353,367
OXNUOTIOMOU KUOTISIWY

E€wkuttopiwe  AtapepBpavikd: avartuén twv veupafovwy*®
Evepyomnoinon atponetahinv®®®

E€WKUTTOPLWE: TIPOaYYELOKOC pOAOC®,
QVTLULKPOPLAKOC pOAoc’®
e Avnyuéveg Kuoteivec: pAeypovwdng,
XNUELOKLVNTLKH, XNHUELOTOKTLKN dpacn
e Kuoteiveg ofelbwpévec: un dAeypovwdng
5pd0n371’ 373
o Kuoteiveg, ouvdedepéveg LeTAL TOUG HE
6100UADLOIKO beopd: PAeyuovwdng dpaon,
8pdon kutokivne, emaywyr kutokwwv®®?”
o  YmepakeTUALWUEVEG AUGiveG: dAeypovwdng
8pdon, emMAyouv €KKpLon KUTOKWVGV>

371,372

Tpormorntotnuévo ano: Yang H, Antoine DJ, Andersson U, Tracey KJ. The many faces of HMIGB1:
molecular structure-functional activity in inflammation, apoptosis, and chemotaxis. J Leukoc
Biol. 2013,;93:865-873.

H HMGBI amoteieital amd 600 opdroyo eikoedn| potifa mpdcsdeong oto
DNA, 10 mAaicto A kot o mAaiclo B, kabd¢ kot pio 6Etvn apivotelkn ovpd mov
TePLEYEL 1oL oelpd omd yAouTopuka kot actoptikd o&éa (Ewdva 12) [347, 367]. To

mhaiclo A mepi€yel 6vo yerrovikég kvoteiveg (Cys23 kar Cys4S), evd to miaicio B

eépel pia kvoteivn ot Béon 106 (Cys106) [366]. Meléteg Tng AELTOVPYIKNG SOUNG
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¢ amokdAvyav 61l to mAaicio B g HMGBI exppdlet dpactikdmta KuToKivrg,
EVO 10 TAOiG10 A dpa ®¢ évag 1d1kOg avtayoviotg g HMGB1 aAld pe avemapkadg

HEAETNUEVO LUMYAVIGUO HEXPL OTLYUNG [26, 29, 374].

Ewova 12. Aopy HMGB1 kat oxéon doung—PpLloloyikng Spaotnpiotntag. H HMGB1 mepléxet
U0 opdAoya potiBa déopeuong oto DNA, ou ovoudlovtal mAaicto A (Box A) kat B (Box B).
‘Exel pia 6€vn oupd mou amoteAeital and aAAnlouyio yAoutapikou kol aomaptikol of€og. H
HMGB1 €xel Tpelc kuoteiveg: SUo tomoBetnuéveg otig B€oelg 23 kat 45 oto MAaiolo A Kat pia
otn B£on 106 oto mAaiowo B. Ta tpia katdAouta kuoteivng eival epdavn otig B€oelg 23, 45
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kot 106. OL eploxég 6éopeuong TLR4 kat RAGE emiong emonpalvovrtal. EmumAéov, n HMGB1
TiepLléXel Vo mupnVIKEG akoAouBieg evtomopol (nuclear localization sequences NLSs), pia
oto mAaiolo A (aa 28-44) kal pLo oto mAaiowo B (aa 179-185).

Suvrouoypapissc. HMGB1, [lpwteivn ouadac uvynAnc kivntikotntag tumou Bl; K,
YrepketuAiwuévn Avoivn mAatciou; NLSs, Mupnvika onuata evtomniouov; RAGE, Yrnobdoxéag
yla TeEALka mpoiovra mpoywpnuévng un evivuatikic yAvkoludiwaonc; TLR4, Yrodoxéac tumou
Toll 4; Cys, Kuoteivn

Tporornotnuévo amnd: Yang H, Antoine DJ, Andersson U, Tracey KJ. The many faces of HMGB1:
molecular structure-functional activity in inflammation, apoptosis, and chemotaxis. J Leukoc
Biol. 2013,93:865-873 kat Andersson U, Tracey K J. HMGB1 is a therapeutic target for sterile
inflammation and infection. Annu. Rev. Immunol.2011,;29:139-162.

H HMGBI pmopel vo vrmoPAnbel oe extetapéves UETO-UETOPPUCTIKES
TPOTOTOWOELS, GULUTEPIAOUPBOVOUEVIG NG AVOSTPEWIUNG KVOTEIVIKNG ofgidmong,
axeTVAMmong N pebviimong, dnuovpyic S1GOVAPLOKOD JEGUOV, POGPOPLAIOONG K.O
[338, 339, 353]. Mepwég amd 0vTég TIC TPOMOMOMGELS £xovv amodewydel Ot
emnpealovv T 0écUELOT NG OTN YpwUoTivny Kot T otabepdtnta tov DNA, tov
TUPNVIKO 1 EVOOKVTTAPLO EVIOTIGUO TNG KoL TN HeTaypaeikn pubuion [338].

[Ipoopateg peréteg vmoypappilovv 0t n o&edoavaywykn katdotaon (redox
state) tov tpudv Satnpnuévov Kotaroimwv kvoteivng g HMGBI1 -dniadn g
Cys23 xor Cys45 tov mhawsiov A kot g Cysl06 tov miaiciov B- puBuiler v
wavomra déopevong g HMGBI1 pe toug mowidovg Stapepfpavikodg vmwodoyeic
[375, 376]. Qg ex tovTOL, €101 KaBopileTor 1 ProdpacTIKOTNTA TG £EMKLTTAPLNG
HMGB1, o pdioc tg otn @Aeypovn kot v avocio kot 1 erakdéiovdn Proloywn
éxPaon (ITivaxag 3, IMivaxkag 4) [365, 366, 371, 373, 376-379]. A&ilel va avapepOei
OTL M 0&E00VOYMYIKT KATAGTOON TNG €vookLTTAPlaG Kol eEwkuttaplag HMGBI1
etvatl SLVOUIKY KOl AVOGTPEYIUT VTOONADVOVTOS TO. TOAAG TPOSMTO TNG OALPUIVIG
ATEVOVTL OTI QAEYHOVY], TNV KVLTTAPIKY “KoTomdévnon” Kol Tov Kuttapikd Bdvaro,

enutpénoviag otnv HMGBI1 va evepyel dAAOTE G YMUEOTOAKTIKOC TAPAYOVTAG KO
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dAhote ®G KLTOKIVN avAAoyo HE TIS oLVONKEG OV UETAPAAAOLY TNV KLTTOPIKY|
OLO1OGTACT|. YTAPYOLV TPEIS KUPLEG OLUKPITEG LOPPES OEELDO0NVAYMYIKNG KATACTOCNG
m¢ HMGBL1 (Ewéva 13, 14) [361, 375-380].

o Avaivtikotepa, mpokeévov 1 HMGBI1 va endyst v €kkpion kvtokivedv
amorteiton 0Eeld®oN TV GOVAPLOPLAM®Y TV 0V0 Kvoteivoy Cys23 kal Cys4S dote
Vo oYNUOTIOTEL €vag O1G0VAPIOIKOG 0eGUOC UETOED TV aTop®my Bgiov (1 «yépupa
Beiov», R1-S-S-Ry). O 1600A@1d1kdg avtdg deondc gival 1d1aitepa oNUAVTIKOG KaOdS
ONuovpyel SGVVOEGEIL OTNV YPOLUUIKT TOAVTETTIONKY] 0ALGIOM, HETAPOAEG otV
avadimAmon TG TOAVTENTIOKNG aKoAovBiog emouévag LeTaPOAEG OTN TPLGOLAGTOTY
doun ¢ mpwteivng mov koabopilovv TN UETEMEITAL GUVOESH NG WHE TOVG
dwapePpavikovg vodoyeis. Tavtdypova amatteitar n kvoteiv Cys106 va mapapével
oe avnypévn Oegioro-popeny (GSH) [29, 365, 373]. Avty 1 JloKpLT] HOPLOKN
dapopewon (disulfide HMGBL) emitpénet oty e€okvttapio HMGBI vo deopevbei
KOl Vo 6NUaTodoTHoel pHécm® Tov cvumidokov TLR4/MD-2 (vmodoyéag tomov Toll
4/mapdyovtag Srapoporoinong Hvelogdong 2), dpmdvtag ®¢ Kutokivn. Avtibeta
OTMOLOONTOTE EVAALAYT TNG LOPONG NG avnyrévng kvoteivng Cysl06 eumodiler v
aAnAeniopaon g HMGBI1 pe 1o ovumioxko TLR4/MD-2 kor tv emaxkdAovdn
dpaon kutokivng (Mivakag 4, Ewkova 14) [38].

. Emunpdobeta, yo va dpdoet n HMGB1 wg ynuetotaxtikdc pecorafntg, Kot
Ol TPELG KVOTEIVEG mpémeL va, eivorl o avnyuévn popoen [371]. Avth n fully reduced f
all-thiol HMGB1 oynuotilet évo GOUTAEYO LE TOV TPOEPYOUEVO OO TOL KOTTOPO
0V otpodpotog mapdyovto 1 (stromal cell-derived factor 1, SDF1 1 aAlwg C-X-C
motif chemokine ligand 12, CXCL12) kot OeGUEVETOL OMOKAEIGTIKG OmO TOV
vrodoyéa ynueokivov CXCR4 (C-X-C chemokine receptor 4) yio vo Egxviost pe

éva. ovvepyikd tpomo 1 ynuewotoéio (Ewove 13). £ avt ) popen n mpoteivn
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ovvdéetar pe tov vrodoyéa RAGE (IMivekog 4, Ewkéva 13, 14) [371]. TTpokeévov
vo emtelectel 0 YNUEIOTAKTIKOG POAOG OEV OTOUTOVVTIOL Ol KVOTEIVEG Kb' €0VTES,
KaOdg pmopodv va vrokatactaBobv pe oepiveg, pe Satnpnuévn N oKOpo Kot
evioyvpévn amddoon 6cov apopd v ynueotatio twv Agvkokvttdpwv [371].

o HEexopiotd, 1 ovvdeon g HMGBI pe tov CXCR4 1) tov TLR4 gumodiCetan
TMPOS O0Tav VIApEEL 0EEldmoN TV OEOAKOV OHAd®V T®V KLOTEIVOV. AvTO
ovuPaivel og éva mepiPdAlov ue eredBepeg pileg o&uyovou (reactive oxygen species,
ROS) mov katapyodv mApwc ™ @Aeypovddn opdon t™c HMGB1 (oxidized 1
sulfonated HMGB1) (ITivekog 4, Ewkova 13, 14) [371].

TéNog, N akeTLMmON TV PACIKOV KATAAOIT®V AVGIvNGg EVIOE TOV TUPNVIK®OV
onuatov evtomopov (nuclear localization signals, NLSs) tq¢ HMGBI, petotomilet
™V oAapUivn amd ToV TLUPNVE TOL KVPLaPYo EVTOTILETOL, TPOG TO KVTTAPOTANCLO, LLE
™V €moKOAOLON GLGGMPEVON NG, EUMOdIovTac TNV ENAVEIGOd0 TNG GTOV TLPN VO
[27, 39, 380]. H axetvrhimon tov Avowvov e HMGBI, éxer meprypagei wg €vog
Bacikdg puOoTIKOS Unxavicoc Oyt HOVo yuo TNV €vOOKLTTAPLOL peTakivion Tng
HMGBI1 oAAé kot yio v gvepyd €KKpion g omd EVEPYOTOUEVA LOVOKVTTOPO, KO
mbovdg kot and dAhovg Kuttapuovs tomovc. H oxketvimon oev gaivetar va
petafaiiel ™ dvvaromta décpevong s HMGBI pe touvg dibpopovg vrodoyeic M

mv eokutTapla dpactmprotntd me [27, 39, 380].
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Ofedoava- Xpovog BloAoywkn

V":‘\’““'l Aopn nuicetag {wng Apaoctnplotnta
KATGOTOON
SH SH SH
Avnypévn - | | ' RAGE-g§aptwpevn 080¢
All Thiol C e G mmmene C 17 Aerta dAeYPOVAG Ka
Hopor 23 45 106 Xnueotagiog
TLR4-efaptwpevn 080¢
Sl_ ls si” Apdion KUToKivng
Mopdr 2 642 hereé, | EVEPYOTOiNON AEUKOKUTTAPWY

SloouddrLbiov S

23 45 106 O 8L00UAPLELKOG SEOPOG

QUEAVEL THV MPWTEIVIKA
otaBepotnta

HSO3 HSO3 HSO3 , , ,
. i Napovoca o6tav n pAsypovi
Ofeldwpévn | | | ASpavic rOYWOEL
popdn C e C woanene G Y X 'P
23 45 106 Npoidv anontwong

Nivakag 4. Mopdéc tng HMGB1 pe Bdaon tn Sladopetikn BeloAkn ofedoavaywylkn
KOTAOTOON TwV KuoTeivwv tng. MNeplypddetal o xpovog nuiosiog {wng otov opd Kal n
avtiotowyn Bloloyikn Spaoctnplotnta tng kabe popdnc. 1) Itn avnyuévn i all-thiol popdn
KoL Ta Tpla KataAouna KUoTeivng Bpiokovtal os avnyuévn Bglolo-popdn. O xpdvog nuiosLag
{wng autng t™¢ popdNng eivat 17 Aemtd. Auti n popdn elvat tkavr va SeopeVel Tov
untodoxéa RAGE kal va evepyormolel pAeypovwdelg odoug Spwvtag XNUELOTAKTIKA. 2) H
SloouAdLSikn popdn (disulfide) mepléxel Seopd SioouAdidiou petafd Twv KotoAoimwy
KuoTelvng otic Béoelg 23 kat 45. Evw n kuoteivn otn Béon 106 Bploketal oe avnyuévn
Beloho-popdr. Autodg o deopdg autavel tn otabepdtnTa Kal To Xpovo nuicslog {wng ota
642 Aemtd. Authi n popdn onuatodotei péow tou umodoxéa TLR4A kat dpa w¢ kutokivn. 3) H
ofelbwpévn (sulfonated) popodn xapaktnpiletal anod ofeldwaon Twv BELOALKWY OUASWY TWV
KUOTEIVWV Kal OTLG TPELS BEoelg, mMpoOKewtal yla pia adpoavomoinupévn popdr, mpoilov
QIOTITWONG TIOU TIPOAYEL TNV AVOGOAOYLKN 0voxH Kal lval n kupilapyn otav n pAeypovn €xel
opxloel va umtoxwpeL.

Tporonotnuévo amo: Weber DJ, Allette YM, Wilkes DS, White FA. The HMGB1-RAGE
Inflammatory Pathway: Implications for Brain Injury-Induced Pulmonary Dysfunction.
Antioxid Redox Signal. 2015;23:1316-1328.
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Ewova 13. Ixnuatikn amelkovion tng arnAemidpaocn thg HMGB1 pe toug UTtOSOXELS
RAGE/TLR4 avdloya pe tnv Osohikn ofsiboovaywylkr] Katdotaon tng mpwieivng. H
evloKUTTApPLO ohpatodoTnon Kal oTlG SUo TMEPMTWOELS dlapesolaBeltal amd: tnv Kwaon
p53, GANEC EVEPYOTIOLNUEVEC ATIO ULTOYOVO TIPWTEIVIKEG Kivaoeg (MAPK) kal to petaypadikd
napayovta NF-kB. H evepyomoinon autwy Twv odwv £XEL WG ATIOTEAEGHA TNV TTAPAYWYN Kal
aneAevBépwon dAeypovwdwy kutokwvwyv: TNFa, IL-1, IL-6 kot IL-8, XnNUELOKWWV Kol
QUENTLKWV TTOPAYOVTWV.

Suvrouoypapiss: HMGBI1, [llpwteivn uynAng kwnukotntag tne ouadac Bl; RAGE,
Yroboxéa¢ yia TEAKG Tpoiovta mpoxwpnuévng un evivuatikng yAukoludiwong; ROS,
EAeu0¢epec pileg ouyovou, TLR4, Yriodoxéac tumou Toll 4

Tpororotnuévo amo Weber DJ, Allette YM, Wilkes DS, White FA. The HMGB1-RAGE
Inflammatory Pathway: Implications for Brain Injury-Induced Pulmonary Dysfunction.
Antioxid Redox Signal. 2015;23:1316-1328.
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3.1.4 Kuttapiki ékppaon tTng HMGB1

Ta evepyomompuéva pokpoedyo kol woPAACTEG 0amOTELOVV TIC TPMTEG
kuttopwég myég g HMGBI1 mov éyovv meprypagei. TTAéov givar yvootd o0t 1
HMGBI1 avevpioketar ce 6lovg tovg Kvttapikov tomovg [27, 39, 381]. Q¢ 1o
avimpoownevTikotepo DAMP anedevBepdvetar mabntikd amd OAo To VEKPOTIKA
kottopa. H HMGBI odwyéetoan €€ amd tov mupnve O6tav 1 okepaldtnto NG
peuppavng yobel. Emiong, expivetar evepyntkd omd avocokOTTapo OnOC To
HoKpOQAya, HOVOKVLTTApO, ovdetepdpiia, NK wvttdpa, DCs, oAld kor omd
evooOmAlaKd, Ppoyyikd emBnAlokd Kot opomToOmTIKd KOTTTOPO OTMG OULOTETAALOL,
Kato amo cuvinkes kuttapikov otpes (Ewéva 14) [27, 39, 368, 381].

Eivatl yvootd 611 y1a va gkkpivovv gvepyd v alopuivn HMGBI1 npénet va
&xel mponynOel 1 di€yepon TV AvoGOKVTTAP®V Ond AEYLOVAIEIS TAPAYOVTES OTMG
ot INF-y, TNF, 1L-1 [27, 39, 368, 381]. H enrakérovdn HMGB1 onpatodotnon givar
1060 1oYLVPN MCTE 1 KLTTOPIKY EVEPYOTMOINGCN TOL TPOKOAEITOL LEEPTEPEL TNG
KATOOTOMG  7mov  mpokvmeet oamd 1  déopevon g HMGBI  pe  toug
avoooKATAGTAATIKOVG Vodoyeig CD2410 kou TIM-3 (T cell immunoglobulin and
mucin domain) [39]. Ocov a@opd To OTOTTOTIKG KOTTOPO OVTO AmEAELOEPDVOLY
onuovtika pkpodtepn mocdtnta HMGBI1 oe cuykpion pe 1o vekpotikd kouttapa. H
QOYOKOTIMON ®CTOGO TOV OMOTTOTIKMOV KLTTAP®V omd To HOKPOQAYyo HTOopel

aKoAoV0®G va Tpokadéoel onpavtiky anedevfépoon HMGBI [382-383].
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Ewova 14. Inpoatodotiko povorndtt HMGB1/RAGE. H HMGB1 énwc kat ta dAAa oxsti{opeva
ME TNV Kataotpodn poplakd mpotura (DAMPs), ekkpivovtal evepyntikd amnod ¢Asypovwdn
KUTTOpa Kol amehevBepwvovtal mabnTikd and VEKPWTIKA KUTTapa 0 OAOUC TOUC LOTOUG.
AvtiBeta, n HMGB1 O&eopeletaol pn ovacTpePLua OTn XPWUATIVA TWV OMOMTWTLKWY
KUTTApwV Kal &ev amelevBepwvetal. H §paon tng ackeital LEow tng onuatodoTnong Tou
StapepPpavikov urmodoxéa RAGE pe tnv emakoAouBn evepyomoinon evog evSokuttdplou
Katappaktn mou StapecoAlafeital amo tnv Kvaon p53, aAAeg kivaoeg MAPK kat tov NF-kB.
TeAlkd amotéheopa sival n aneheuBépwon KUTOKWVWV Kol XNUELOKWVWY. EEwkuttaplwg n
HMGB1 pmAokapetal anod tn dtahuti popdr tou RAGE umoboyxéa (sRAGE) mou amoteAel
£vav umodoyéa e€oudetépwonc (decoy receptor) tng HMGBI.

3.1.5 Emregepyaocia kal amreAeuBépwon tng HMGB1

Ot deopoi g HMGBI pe 1o DNA givar yolapdtepot o€ oxéon e TIS IoTOVEC.
Afwonueioto  eglvar 0Tl 6€  KOTOOTACES KLTTOPWKOD  OTPEG  ONMMOG  OE
emovoloppovopevoug kOkKAoVG WwoEng/amdyvéng N oe petafolikr dnAntmpioon,
napotnpeital aneievdepdon HMGBI1 efokvuttaping akoun kor yopic vo eméibet
KutTopkog Bdvatog. ‘Etol, n anelevbépwon g HMGBI1 gaivetal nog cuviotd vav

LETOPPAGTI TOV KLTTAPIKOL oTpeg [39, 384-386].
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H HMGBI dev €xet ekkpttikd odnyd mentiolo, onwe appuolel 6€ po Tupnvikn
TPOTEIV Kol 1 EKKPION TNG O0EV TPUYUOTOTOLEITOL HEC® TNG KAAGIKNG 000V
LETAPOPAS OO TO EVOOTAAGLATIKO dikTLO Tpog To cvumieypa Golgi. Tovvavtiov, n
evepyog ékkpron g HMGBI Sapecolafeitan and direg un coppatikég 0dovg [397-
404]. Tpéner wotéco va kataotel cagég 6Tt pudulopevn éxkkpion g HMGBI
eEmrutToping ovuPaivel ®¢ 0mdTOKO KLTTOPIKNG d1éyepong Kat otpeg [361, 386-388].

Eivar evdlopépov 0Tl 01 HETO-UETAPPOCTIKEG TPOTOMOGELS TOV HOPIiOv
kabopilovv tov kuttapikd eviomiopd g HMGBI1 [380, 389] kot v evepyntikn
ékkpton ™G H HMGBI  petagépetor  dwpkmg petald  mopnva Kot
KUTTOPOTAACUATOG, OV Kol VIO QUGIOAOYIKEG GLUVONKEG 1 eVTOMION NG €lval GTOV
nopniva. [39]. H aketvdimon tov AcIvdv OTmG TEPLYpAONKE OvVOTEPO® N 1
QPWSPOpPLAImoN TV oepvdv ota. NLSs amoxieiovv v emaveicdooyn s HMGBI1
otov mopnva [39]. H tpmteivn g €k TOVTOL GLGGMPEVETAL GTO KVTTOPOTANGLLO KO
TeMKA ekkpivetar o¢ e&opetikd opactikn popen [39]. H axetviimon tov Avcvov
oLYKEKPIPEVA, Olapecorafeitar péow TG 0000 TOV €60 KLTTOPOTAUGHLOTIKMV
TVPOSIVIKOV Kivacwv JAK kot TV HETOYpAQIK®OV TOPAYOVTIOV TNG OWKOYEVELNG
STAT1 (petaywyeig onudtov kol evepyomomtég g petaypapnc) [39]. Bdon tov
otoyelov avtav, n aketvAlopévy HMGBI1 6o propovoe va givat évag Brodeiktng g
eEokuttdprog éxkpiong s HMGBI1. Avotuydg, péypt otiyung oev £xovv aviyvevdet
€101KA OVTIGMUOTO EVOVTIOV VTG KOL 1) O10POPOTOiNcT HETOED OKETLAIMUEVOV KoL
UM OKETVAIOUEVOV HOPODV ETLTVYYAVETOL 0t TN pacpatopetpio palag [39].

I[ToAd mpdoata, &xer mpotobel okopo €va pn ovvnbiopuévo  eKKPLTIKO
LOVOTATL P PAom TV avto@ayio To 0moio S1EVKOAVVEL TNV £E0Y®YN OGS VITOOUAONG
N OAOKANPNG TG OAANAOLYIOG KVTOCOAK®OV TPOTEIVAOV GTOV £EOKLTTAPLO YDPO

[387].
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H IL-1B kou 1 HMGBI1 mpotdfnkov g poplo mov eKkpivoviol HEG® TOL
unyoviopot avtoeayiog [366, 377, 378, 390-392]. IIpdkettal yioo o GUVINPMUEVN
e€eMKTIKA  01001K0GTI0. AVGOCOUOTIKAG  OTOKOOOUNGNG TOV  KVUTTOPOTANGLLOTIKOD
TEPLEYOUEVOD TOV EVKAPLOTIKOV KLTTOPWOV, 1 Omoio. €vEPYOmOlEital KAT® oo
ouvOnKeg amootépnong TPoeng (starvation) y 10 KOTTOPO, GAAG KOl KATO TNV
KUTTOPIKY avamTuén Kot dwpopornoinon [366, 377, 378, 390-392]. Amotedel éva
QLOIKA PLOUILOUEVO, KATOGTPENTIKO UNYOVICUO TOL KVTTAPOV TOV OTOGVVAPHOAOYET
To. TEPITTA M SVGAELITOVPYIKA TOL cvotatikd [366, 377, 378, 390-392]. Katd
ddkacio TS avToPayiog, TUNUATO TOV KLTTOPOTAAGUOTOS €ykAgiovtol omd puo
dopn| dumAng pepPpdvng, To oLTOPAYOGMUN, TO OTOI0 OTN GULVEXELD GUVTKETOL WE
Avcocopato Kot akolovdetl 1 VIPOALGN TOVG ATd TIG VOPOAACES TV AVGOCHOUATMV
[366, 377, 378, 390-392]. Ta gpebicpata mov evioyvovv Tig erebbepec pileg ROS
umopovv va avénoovv v petotomion g HMGBI and tov mupniva 6To KuToGOAI0
Kat €161 vo. avénoovv v avtoeayikn pon [391]. Tpomonomocelg 6T KUGTEIVEG NG
HMGBI1 pmopovv va endyovv v avtoeayio [366, 377, 378, 391]. ' mapddetypa
(o petdAroén kvoteivng pe aepivn ot 0éom 106 (106C/S) tye HMGBI mpodyet v
KLTTOPOSGTOAN Kot TV avtoayia [390-392].

Ta evpiuota tov Lu xor ovv. [361] katadewvoovv emiong OTL M
vrepaketvMopévy HMGBI1  elvar  évag  onuavtikdg  Proroyikde  deiktmg g
nupénToong. H mupdntwon, €xel mpdceata kataderydel g pio onuovtikny 006g yio
v evepyo aneievBépmon HMGBI mov odnyeitat and v 000 ¢ eaptduevns amd
RNA mpoteiviknig kwvaong, PKR kot tov @leypocopatov [365, 361, 393-400]
(Ewoéva 15). H evepyomoinon g kacmiong 1 mpokorel mupdmtoon Kot
aneievfépoon HMGBI [365, 385, 399, 400]. O 6pog “mupomtwon” mpotdonke to

2000 amd tovg Brennan kot Cookson, yio va, Teptypayovy AELITOVPYIKE TOV 1010LOPPO
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Odvato TV HaKpoPAy®V Tov YTov poAvcpéva omd Salmonella typhimurium [393]].
[Tpdkettar yio po eEQPETIKO PAEYLOVAOON HOPPT| TPOYPUUUATICUEVOL KVTTOPIKOV
Bavdtov mov oamotelel HEPOC TNG OVTIUIKPOPLOKNG 0mOKplong  &vovil  1dimg
evookvTTopIK®V Taboyovav [365,393, 394]. Qot660, 1| TVPOTTOGN dEV TVPOSOTEITAL
puévo amd Paxtnploky poOAvven oAAd Kol om0 oTelpa AEYUOVI] OT®MG TO OYYELNKO
eykepoAkd emelc6o1o [398]. 'Exovv mpotabel dvo poplakd Hovomdtio Tov odnyodv
oV  TLPOTTMOOT: () TO HOVOTATL KOVOVIKOD (QAEYHOVOSOUATOG (canonical
inflammasome pathway) kot ) T0 HOVOTATL Un KOVOVIKNG €VEPYOTOINGNG TOL
eAeypovoompotog (non-canonical inflammasome pathway), ta omoio. cuykAivovv
otV dudonaon g gasdermin D, evog popiov teleotn g nupdntwong (Ewkéva 15)
[149, 361, 365, 389-404].

Avopeifolo, to amOTEAEGHOTO AVTA EXOVV TPOOINAO EVILUPEPOV GTNV £PELVA
TV TepimAokwv 0dmv anékkpiong g HMGBL. Xto mhaicio avtd, n otdyevon g
OAOPUIVIG TOPOUEVEL HioL TPOKANGT, OKOUO TEPIGGOTEPO av AdPovpe v’ dywv
petaforAdpuevn ofedoavaymylkn Katdotaon TG TPMTEIVIG Kot TV TAN0dpa TV

KUTTOPIKOV TNYDV TNG.
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Ewova 15. Ixnuatik omelkévion tng amnedeubépwong HMGB1 kata tn VEKpwon,
TIUPOMTWON KAl TNV KUTTAPLKN amontwon Pe Baon tn BgloAkn ofelSoavaywylkr) Kataotoon
TWV KUOTElVWV. H emayopevn amno vékpwon kat mupontwon HMGB1 (8toouAdLdikn popdn)
oANnAsTubpa aneuBeiog pe to olumAeypa TLR4/MD-2 yia va mipokoAéoel GAsYHOVWEELG
amnokpioelg. H mMARpw¢ avnypévn HMGB1 Sesopsletal pe t Xxnuetokivn CXCL12 katl dpa
péow tou umodoxéa CXCR4 n RAGE (BAéme keipevo). Méow autng¢ Tng odol emaystal n
npocAnyPn Asukokuttdpwy Kot n xnueotaéio. H Cys106-ofelbwpévn popdn HMGB1 (mou
ameAeUBEPWVETOL QMO QTMOTITWTIKA KUTtOopa) mapeunodilel tny HMGB1 va éxel Spdon
KUTOKIVNG | XNUELOTAKTIKA Spaon.

Tporornotnuévo and: Yang H, Antoine DJ, Andersson U, Tracey KJ. The many faces of HMGB1:
molecular structure-functional activity in inflammation, apoptosis, and chemotaxis. J Leukoc
Biol. 2013,;93:865-873.
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3.1.6 OIkoyévela uttodoxéwv HMGB1

H HMGBI eéokvttaping decpevetor pe mAndodpa vrodoyx€mv KuTTapKNG
emoeavelnc. Ot vrodoyeic avtol mephapfavovv: tov RAGE, toug TLR2, TLR4 kot
TLR9Y, tov LFA-1 (avtiyovo 1 mov oyetileton pe T AE1Tovpyio TV AEUPOKLTTAP®V),
™ ovvdekavn 3, to cbumioko CD24-Siglec-10, tov vmodoyéa CXCR4 kot v TIM-3
[339, 371, 372, 375, 393, 405-407].

Extog and v dueon aiinienidopaon pe vmodoyeic, 1 HMGBI upmopei va
oynuatifer etepocvoumiéypato pe GAlo popa, onmg: IL-1, CXCL12, DNA, RNA,
wtoveg M MmomoAvcakyapites (LPS), mov odnyodv o€ cuvepyikéc amokpicels.
[Ipdéopata dnpocievtnke 61t n HMGBI1 mapovoidletor wg cOUTAEY IO TPOTEIVAOV VIO
Bacikég cuvOnkes. AmokaAdbeOnkav 14 cuvoeTikég TpmTeiveg TOV TPOGOEVOVTOL LE
mv HMGBI1 6nwg: 1 npddpoun mpwteivn tov B-apvrogdovg (APP), n mpoteivn
kaivyng F-axtivng [a-capping protein (actin filament) muscle Z-line, CAPZAL1], 1
aQLOPOYOVACT PMGPOPIKNG YAVKEPaAOEDONG-3 (GAPDH), 1 owoyévela mpoteiviv
Oepuco ook (HSPAS, HSP90B1, HSP90AAT), ot XRCC5 kar XRCC6, 1 opdda
VYNNG KvnTikottog ¢ opddag Al (HMGAT), n wotovn 3 (H3P3B), 1o chumioxo
FACT mov d&ievkoddvel tn petoypoaer ypopativig. Avtég ov peiéteg ootilovv
nepaltépm TV ewkutTapla Asttovpyio g HMGBI, anokaivmtoviag mopdAinio

povomdria Oepanentikng otdyevong [408-412].
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3.2 Ytmodoxéag RAGE

3.2.1 loTopIKA avadpoun

O mpdrtog vrodoyéag mov meprypdonke yioo v HMGB1 givar o vmodoyéog yio
To TEMKG TpoiovTa mpoympnuévng un evlvpatikng yAvkolviioong (receptor for
advanced glycation end products, RAGE, amoxaioduevog ot AGER).
AvakaAvednke to 1992 e evooOnAaKd KOTTOPA KOl GUVIGTA L0 TTOAVAELTOVPYIKT
SpEUPPAVIKY TPOTEIVY TNG LIEPOIKOYEVELNS TV avocospatpvedv [412]. To dvoud
TOV VLTOOOYEQ TPOEPYETAL OO TNV KOVOTNTA TOL VO OEGUEVEL TEMKA TpoidvTa
npoyopnuévng pun evivpatikng ylvkolviioong (advanced glycation end products,
AGES) ta omoio meptlopfdvouv kupimg YAVKOTPOTEIVES, 01 YALKAVEG TV OmoimV
&yovv tpomomomBei un evlopotikd pécm g avtidpaong Maillard [413, 414]. Koata
™V avtidpacn ovtn, O Ao Ta ovVaYOYIKA cdikyopa, HeTaéd avtdv kol 1 yAvkoln,
avTopoOV un eviopotikd pe eAeVBEPEG OUIVOUAOES TOV TPOTEIVOV, TOV MTIdI®mV Kot
TOV VOUKAEIKAOV 0EEMV KOl HECH HOG CEPAG YNUKOV aVTIOPACE®VY, LE EVOLIUESO
npoiovta Tig Paocelg tov Schiff kot ta mopdywya Amadori, oynuatiovv teAkd ta
popla tov AGES [413, 414]. H pedét tov AGES dpyioe otig apyés tov 1900 [413,
414]. Tpoéxerror yoo poe e&opetikd ovoporoyevny opdda popiov. O cakyopoong
dwfrng amdterer v kOpla tny AGES [413, 414]. H veppwmn avemndpkela, To Ypog
yopoaktnpiCovror emiong amd evamobéoelg AGES kar m mopovcio tovg amoteAel
évoeltn un avaotpéylung mopeiog tov Prafov ywoo tov opyavioud [415]. H un
evlopatikry yAvkoluAioon ota mpdta otddio €EaPTATOL OO TN CLYKEVIPMOOT TNG
YAUKOING, apydtepa OUMG, HE TO oYNUOTICUO otabepmdv mpoidviwv, eEediooetal
ave€apTNTOG TG CLYKEVTP®OTG YALVKOLNG [416, 417]. Emiong, dev ivat yvwotd mowa

AGEs &yovv ) peyodvtepn OpacTikOTnTo Ko tkavotnta décpevong pe tov RAGE,
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aALG @aivetal 6Tt peyaAvTePn onuacia £xel o mocootd kopeopov tov RAGE and
dpopa AGEs kot Atydtepo amd to mota givor avtd pe to omoia £xel cuvoedel [416-
419].

O vrodoyéag RAGE extog and ta AGES avayvmpiler mowkilovg oaxdpo
TPOCOETEG, oLUTEPILOUPAVOUEVOV:  UEAN  TNG  OIKOYEVELDS TOV — TPOTEIVOV
S100/kaAyKpaVOLAVOV TOL EIVOL TPOPAEYUOVMOELS KVTOKIVEG, B2-tvteyKkpiveg (OmmG
n Mac-1), YAVKOLOIVOYAVKAVEG (oG oK APITIKES aAVG10EC), ™
QWoPATIOVAGEPIVY, TpwTeiveg Oeppikod otpeg, meEmTiow P ApVAOEBOVE, VAOOM

ocvooopatodpato kot tn peretovpevn HMGBI1 (Ewéva 16) [416-419].

Ewova 16. E¢wkuttaplol cuvSETeg Tou umodoxéa RAGE kal povomatia onpatodotnonc. Ot
e€wkuTtaplol ouvdéteg Seopelovtal otnv eploxn V1 mou eival n kOpLa mepLoxn MPoodeong
ouvbétn otov RAGE. H mpodeon mpokalel Siopecolafolpeveg amd KUTTOPOSLOAUTEG
TIPWTEIVIKEG KlvAoeg aAAnAouxieg onuatodotnonc.

Zuvrouoypaiss: AGEs, advanced glycation end products , TeAlka mPoiovVTa MpoxwpnUEVNG
un eviuuartikne yAukoludiwong, Amyloid 8, nentibia 8 auuvAosiboug; AOPPs, advanced
oxidation protein products, mpoiovta npoywpnuevnc oéeldwoncg npwteivwv;, HMGBI1, High
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mobility group box 1 protein, mpwteivn vpnAng kivntikotntag tn¢ ouadac B1l;, HSP, Heat
shoch proteins, npwteivec Geplikou otpeg; NFkB: Nuclear factor Kb, mupnviko¢ mapayovrag
Kb; Phosphatidylserine, pwopatibuloepivn

Tpornomnownpévo amd: Yamamoto Y, Yamamoto H. Controlling the receptor for advanced
glycation end-products to conquer diabetic vascular complications. J Diabetes Investig.
2012;3:107-114.

Meléteg pavep®VOLY KOWEG OAANAOVYIEG GTO JLAPOPETIKO GUVOAO GUVOETAOV
tov RAGE [420]. H anopakpvouévn mepoyn| Ig (mepoyn V1) tov RAGE éyetl éva
Oetikd QopTicHEVO TOAO, M YEOUETPi TOV Omoiov opoldlEl HE TIC OPVNTIKA
QOPTICUEVES OAANAOVYIEG TTOV TAPATNPOVVTOL GE £VO TOGOGTO TPOGOETMV.

H evepyomoinon tov RAGE «oBodnyet 1 petavdotevon Oopdpwv
KUTTOPIK®OV TANOVGU®V KOt £XEL ONUOVTIKEG EMOPACELS GTO LETOYPOPIKO TPOPIA TV
KUTTOpOV, €xel pneketnBel g maboyevetikdg mapdyoviag moAAOV acheveldv Kabhg
EUMAEKETOL OTNV EVEPYOTOINGCT NG EUPLTNG KOl ENXIKTNTNG OvVOGiag, otnv o&ela Kot
xpovio Aeypovn [398, 418, 421, 422]. 'Eva 1010itEpO YOpaKTNPIGTIKO TOV LITOSOYEN
RAGE &ivat 611 dpa. péow pag 0000 Oetikng avddpacnc, oniadn oTig TePLoyég Omov
1o AGEs oto aipa sivor avénuéva, 6mwg oe onueio abdnpopdtoong tov ayysiov,
TOPOTNPEITAL TOPAAANAO TOTIKY VAEPEKPPUCT] TOV VITOSOYEMV GTO. LOVOTOPTVOL Kol
evO0OMALaKA KOTTOPA, KOTO GUVETELN it vENUEVN PAEYIOVOING dpdon [420].

O &&ovag HMGBI1/RAGE egivar dueca vrevbovog yo v €Kk@pacn popiov
TPOGKOAANGNG OTMG TMV: 0YYELKOD KLTTAPIKOL TPOoGkoAAnTikov popiov 1 (Vascular
cell adhesion protein 1, VCAM-1), tov popiov evdokvtrapikng mpockoiinong 1
(intercellular adhesion molecule 1, ICAM-1), kaBdg Kot TV EKKPLON YNUELOKIVOV,
wwitepa tng CXCL12 mov oymuartilel etepocvumreypa pe tny HMGBI [420, 423].

[Tpoe&dpyovosoc onuaciog ivar o opotootatikdg porog tov RAGE otovug

1GTOVG, Y10 TOPASELYUN OTN STHPNON (PLGIOAOYIKNG TVEVUOVIKNG AELTOovpyiog Kot
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AmPOGKOTTNG VEVPOVIKNG CUATOOOTNONG, TOPE TOVTO EUTAEKETAL EMTALEOV KOL GTNV

dwpecorapoipevn amd v HMGB1, maboyévelo molhadv voonudtov [420].

3.2.2 Moplakd XapaKTnPIoTIKA — Aoun Tou RAGE

O RAGE exopaletar povo oe Oniaotikd, Kodkomolgitoar amd 10 yovidlo
AGER mov Bpiloketoar oty mepoyn oOmov eopalovtar to yovidla tov peilovog
ocoumAéypatog otocvpuparomtag HLA (MHC xammyopiog II), oto ypopdcopa
6p21.31 [424-428]. To yovidio AGER éyet 11 eéovia kou 10 Bpayeio vipdvia Ko
amotedeiton omd pa 5’ meployn mov pvOuilet ™ petaypaen tov kot o pkpn 3° UTR
nepoy] mov mpocdidel otabepdmnta. To mRNA tewv 1,4 kb mov mpoxvmret
petappaletor o o mpoteivn 404 apvo&émv pe poprakd Papog mepimov 35 kDa
[424-435].

JUVIOTA p1oL SLUEUPPOVIKT TPOTEIVI OV OVIKEL GTNV VIEPOIKOYEVELD TOV
avocoopapivng. O vmodoyéag RAGE amoteleitonr and €vav aplBud Eexwpiotov
neploydv (domains) (Ewkéva 17):

1) o géokvttdpa mepoyn (apvo&éa 1-342) mov meprhapfdver: o) éva
onuatodotikd mentido (apwvo&éa 1-22), axolovBovpevo amd P) Tpelg meployé
avoGooQUIPivNG, ol LETAPANTH TEPLOYNG TUTOL V, 1| OTToi TEPLEYEL TOVAAYIGTOV EV
HEPEL TNV TEPLOYN TTPOGIESTG TV TPOGOETOV (aptvoléa 23-116) kot dVvo otabepéc
neployég tomov C (Cl: apuvo&éa 124-221 kon C2: 227-317).

2) Axolovbeitor amd o v3poEofn dapepfpavikr Teployn (apvo&éo 343-363).
3) Téhog, amoteheiton amd o PKP] LVYNAGL QOPTIGUEVI] KVLTTOPOTANGLOTIKY
nepoyn (apvoééa 364-404) mov eivor amapaitntm ywo ™ petoPifacn tov oNpoTog
HETG omd TN  ovvdeon TV mPocdeTdv  [425-435].  Agdopévov 6Tl M
Kuttaponiacpatiky wepoyn tov RAGE dev €xel evdoyevn dpaotnplotnto Kivéong
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TUPOGIVIG, £VOG UNYOVIGUOG LLE TOV OTTOI0 EMAYETOL 1) HETAGOOT TOL CYLOTOG KOl 1)
pOBoN TG €kppacng yovidiov, gival HEcw S1oVVOESNG TG KUTTOPOTANGLOTIKNG
HoOVAdag pe Tovg EVEoKLTTaPIOVG Tpocapuoyeig (my mammalian diaphanous-1, mDia-
1) é161 dote Yoo v Yeup®OOUV T YEYOVOTO, POOPOPLAIMOTNG/EVEPYOTOINGNG TOV
QTOLTOVVTOL Y10 VO TPOXM®PNOEL 1| onuatoddtnon [422, 428].

[Mewpapoticd dedopéva deiyvouv 0Tt ot mowkihot mpocdéteg tov RAGE
UTTOPOVV VO, OAANAETIOPOVV LE (O ) TEPIGGOTEPES MO TIC TEPLYPOUPOUEVEG TEPLOYES
tov vrodoyxéa. H tpiodidotatn doun tov eéoxvttdpiov mepoydv RAGE, é€yet
eCaxppwbel oe apketég mpoopateg peiéteg [430-435]. Avtég ot Sopkég PEAETEC
detyvouv 611 o1 epoyés V1 kot Cl oymuotilovv 6 GUVOLOGUO L0 GOUTOYT LOVAdQL
nov pecoAafel otn déopevon TV teplocdtepwV cuvdeT®V RAGE evd n meproyn C2

eppaviCetar g pio Eeywpioth dopukn povada [412, 436-438].

Ewova 17. IXnUOTIKN amelkovion Tou Stopepufpavikol umodoxéa RAGE Kal Twv MEPLOXWY
ouvdeong Twv TOWKIAWV Tmpoodetwyv. OL Slddopec meploxé¢ tou umodoxéo RAGE
napouclalovtal Pe Toug avtiotoloug aplBuolc apwoféwv. H mAfov dadBovn popodn
npwteivng RAGE mou kwélkomoleital otoug avBpwrnoug amnoteAsital and 404 auwoa.
Juviotatal and £va onuatoSoTIKO MEMTIOlo, TPELG MEPLOXEG avoooodalpivng (tumou V,
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tomou C1 kat tomou C2), pa StapepPpaviky €Aka Kol o Ppoxeia KUTTAUPOTTAQGUOTLKN
oupd. H sfwkuttdpla meploxy deopelel S1APOPOUC CUVEETEG Kol N KUTTAPOTAOCHUATIKA
nieploxn StapecoAafel TNV eVEOKUTTAPLO LETAYWYH) OHUOTOC.

Tporomnotnuévo amnod: Hudson Bl, Carter AM, Harja E, Kalea AZ, Arriero M, Yang H, Grant PJ,
Schmidt AM. Identification, classification, and expression of RAGE gene splice variants. FASEB
J. 2008;22: 1572-1580.

3.2.3 loopop@ég Tou RAGE

O RAGE dpa wg vrodoyéog avayvopiong tpotdnwv (PRR) mov epumiéketon
oTNV €MAVON PAEYLOVOV KOl GE OAVOGOAOYIKEG AVTIOPAGELS TOL 00NYOVV GE 1OTIKY|
OTOKATAGTOOT 1 EVOALOKTIKA GTNV Ol0UADVIGT TNG PAEYUOVNG, 00NYDVTAS GE YPOVIOL
voco [424, 437, 438]. O vrodoyéag £xel meptypapel oe OnAaotikd aAdd Oyl oe dALQ
eldm [429] .

Yndapyovv dvo €idn tov vrodoyéa RAGE mov aviyvedovtar in vivo (Ewkéva 18):

1. o TANpNG vrodoyéas RAGE 6mwg meprypdonke avotépm mov amoteleiton amd
po eEOKLTTAPLO TEPLOYN UE OLO GTADEPES TEPLOYES KO L LETAPANT LOVADQ, Lo
VOPOPOPN SopeUPpoaviKny HOVAdH Kol ol VYNAG QOPTIGUEVN KLTTOPOTANGIATIKNY
povada mov eivon amoapoitnn ywo 115 oapecsorafoopevn and 1o RAGE smoyoyn
onpotog [428] ko

2. n owivt) popeny SRAGE mov ortepeiton g Swpepppovikng  xot
KuttapomAacuatikng teployng (Ewova 19) [428, 439-442].

H dwoAvt poper| tov RAGE (sRAGE) nepihapfdvet Evav etepoyeviy tAnBuopo:

a) tov vrodoxéa RAGE mov amokdmtetal amd v EXPAVELD TOV KLTTAP®V HETE TV
TPOTEOAVTIKY Opdon TV petarlonpoteivac®v (MMP) kot amotelel to 75% tov
oMkov SRAGE, meprypaoetar wg cRAGE. To mpoidv avtd ameievbepovetal otnv

KukAopopia Tov aipatog kot B) and tov vrodoyéa RAGE mov ekkpiveton og mpoiov
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EVOALOKTIKOO HOTIOUATOG 0O TO KUTTOPO TPOG TO TAdoua Kot omokaAeital eSRAGE
(endogenous secretory RAGE) kot amoteAet 10 25% t0v oAkod sSRAGE (Ewéva 18)

[442].

Ewova 18. IxNUaTKN anelkovion tou unodoxéa RAGE kat Twv dtadopwv loopopdwv Tou:
Ao aplotepd mpog to 6£€ld amelkovilovtal: n TARPNG StapepPpaviki popdr, n N-
SlaonaocBeica popdn otnv omoia amoucldlel To TUAUA TUTMOU V TOU OmotTeAel Topéa
ouvoeong ueyalou PEpouG poodeTwy, To SRAGE mou mpokUTTEL LETA amo tn SLdomach Tou
TANPOUC UNAKOUC UTIOSOoXEa OmOTOKO TNG 8pAcng Twv HETHAAOTPWTIEIVAOWY Kal TO
ekAuopevo esRAGE. H 6SiwaAut popdry sRAGE pumopel va mpoépyetal eite péow TNG
MPWTEOAUTIKNG Sldomaong tou MARpou¢ pAkoug RAGE amd tnv Kuttoplkn emidpdvela
(cRAGE) o€ mooot6 75% 1| wg npotov didomacng tou RAGE mRNA (esRAGE) og moootd 25%.
OL buo tedeutaieg popdég amoteAouv To oAko SRAGE mou kukAodopel oto mAdoua.

Zuvrouoypapisg: MMP, ustaAlonpwreiveg; C, otadepod; V, uetaBAnto

Tportortotnuévo amo: Chuah YK, Basir R, Talib H, Tie TH, Nordin N. Receptor for advanced
glycation end products and its involvement in inflammatory diseases. Int J Inflam.
2013,2013:403460.
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O RAGE odpa kot emdyst Tig €vooKVLTTAPlEG Aeltovpyieg TOL pETd Ao
dyeptopd tov. Ipog 10 mapdv, dev gival cagég edv 0 OAyoUEPIOUOG TOL VTTOJOYEN
ocuoppaivel evtoég g ovokevng ER-Golgi 1 omv kuttapomhacpotiky pepPpovn.
Meléteg g doung twv V. kaw Cl mepoydv tov emPefordvovov 0Tl ot un-
opolomoAtkol decpol cuvels@Eépovy emiong otnv duepn doun tov RAGE evd kot
TPOGIEST] TV GLVOETMOV UTOPEL VOL EVIGYVGEL 1] VO IOYVPOTOMGEL TNV OALYOUEPT] OOUN
100 RAGE otV kuttapikn empdveio [426, 435, 443-448].

Téhog WOwitepn Eupaon £xel 600el, oty HEAET TOV TOAVUOPPICUDV TOL
yovidiov AGER, mov emnpedlovv v AEITOLPYIKOTNTA TOL VTTOSOYEN, KOl 0O YOVV GE
nowilo voonuata [449]. 'Exouv Bpebel tovAdyiotov 25 moAlvpop@iopol, and Toug
omoiovg ot 5 gpeaviCovtal oe cuyvotta Tdve ond 10% [449, 450]. O katdAoyog pe
TOVG TOAVHOPPIGHOVG ToV RAGE dtevpivetatl oAoéva amodEkvioVTaG TOV GNUOVTIKO
pOAO TOV OldPapOTICEL TO YOVIOIOKO VTOGTPOUN OTNV EKEPACT KoL GTNV

Aerrovpywcotnta tov RAGE [449-456].

3.2.4 Kuttapiki ékgpaon Tou RAGE

O vmodoyéag RAGE ekoppaletor oto emOniaxd, evéobniaxd kbdtrapa,
QAEYLOVAOON KOTTOPO OTIMG GTO LOVOKVTTOPO, GTA AELLPOKVTTAPN, GTO OLyYELOKE Agia
HLiKG KOTTOPO, OTO GTEPAUATIKG emONAloKE KOTTOP, GTO TOOOKVTTAPO KOl GTOVG
vevpavec. ['evikdteEpa 0TOVG 16TOVG, Ta EMIMEdA TOL elval younAd oe cLVONKEG
npepiog aAAd ovTd aLEAVOVTOL GNUOVTIKE GE KOTAGTAGELS PAEYUOVIG KOL UYOVIKNG
Tk Katomdvnong [418, 419, 422, 438, 457-459]. E&aipeon ovviotd 710
TVELHOVIKO TopEYYLUD, OT0 omoio £yovv mopatnpndel vynid emineda Exepoaong
RAGE «ot og cuvOnkec npepiog (Ewove 19) [460-468]. Q¢ ex tobTOL, 0 TOTOG TOV

16TOV LITOYOPEVEL KOl TO TOGO EKQpacn [428, 465, 466].
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Yvuykekpéva, mapotnpeitor evtomopuévn ékppacn RAGE ot Poown
HeUPplvn TOV KLVYEAMO®MV Kol GLYKEKPIUEVA GTO. TVELHOVOKVTTOPO TUTToL [ (ATI).
MdAiota o RAGE éyel opiotel og €101k0g deiktng tov kuttapov ATI [469-472].
Opiopéveg peréteg avaeépovv 0Tt 0 RAGE pmopel eniong va ekgpootel Kou og
KoyelMdwd emBnhokd wottapa tomov I (ATID) [473]. O RAGE emiong
Woovotatikd exepdletot ota pecayyelakd kotrapa [461], ota KdTTApO TOV AgimV
HUOIKOV podv Tov agpaymyov [474, 475], ota evoobnAlakd kOTTOPO (TVELHOVIKO
evoobnA0) [461], oto omhayyvikd vrelwkdota [461], otovg vevpaveg [345, 461] ko
0€ 0VOCOKLTTOPA OTTMG oTa pakpoedya [461], ota DCs [476], ota noowoeiia [477],
oto T ko B k0ttapa [478-481].

[Switepa, m éxkppacn v RAGE evioybetow o6tav  vmbpyet tomikn
VIEPEKPPACT] TOV GLVOETAOV TOL AOY® QAeyYHovng [467]. XapoaKTnploTikd, vynin
éxppaon RAGE éyer mapatnpndel oto cakyapmon dwoprtn,oe ayyslokéc Tabnoelc,

0€ KOPKIVOug Kot 6€ VEVPOEKQVAOTIKA voonjuata [418, 419, 422, 438, 482-485].

Ewova 19. Moootikr] avdAuon tng £kdppaong mRNA RAGE oe uyl) Lotd Kal TPWTOYEVA
KUTtopa. XpnowomowBnkav 0o oelpéq RAGE-eldikwv ekkivntwy, RAqu_2 (palpo) kal
RAqu_3 (Aeukd), yla va ouykplBel n £ékppaon RAGE og 16 avBpwrivoug LoToUg LYLeig §OTEC
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ME TOOOTIKA avaAuon real-time PCR. Mopatnpeital OTL 0 TIVEUROVIKOG LOTOG ekdpalel
vPnAd Baowka emnimeda MRAGE unodnAwvovtag OtL 0 umodoxéag Unopel va €xel e€€xovoa
Aewtoupyla otov mvelLova o€ GUYKPLON KE TOUG AAAOUC LOTOUC.

Tportortotnuévo amd: Demling N, Ehrhardt C, Kasper M, Laue M, Knels L, Rieber EP.
Promotion of cell adherence and spreading: a novel function of RAGE, the highly selective
differentiation marker of human alveolar epithelial type | cells. Cell Tissue Res 2006,;323:475—
488.

3.3. Aiovag HMGB1/RAGE

H HMGBI1 (all-thiol pogn) deouevetar péow g C-teppatikng mePLOYNg
(apvo&éa 150-183) tov mhaisiov B (Box B), oty V1 meproyn tov vmodoyéa RAGE
[486]. H HMGBI1 o avt) ™ popon éxet pia oaivoida 33 apvo&émv mov mepiéyet 12
KOTIOVIKO Kol 5 aviovikd Ttunpato. Avti 1 TOALOVIOVIKY] ovpd €vBvvetal yio
niekTpootatikés aAAnAemdpaoelg pe v meployn V1, evioydovtag m déopevon g
07O GLYKEKPIUEVO TUN U vTodoyéa [486, 487, 488].

‘Eva. onuavtikd mopoampoidov ¢ onuatoddmmone tov RAGE eivar 1
onuovpyia avtwpastikov plav ofuyovov ROS, m omoio TovAdylotov v pépet
eoaivetol va cuvdEeTal e v evepyomoinon tov svotnuatog s NAD(P)H o&eddong
[489]. Avtég o1 ehevbepeg pileg o&uydvov pe ) o€Pd TOLG HTOPOLV Vo
EVEPYOTTOMGOLV TOV peTAYpaPikd mapdyovta NF-kB, évav migiotpomikd puOuiot
YOVISI®V Kot VoL TPodyouv TOKiAes pAeypovmdels anavinoelg [421, 483, 490].

To povomdtt onuotoddotone mov o evepyomoinbel petd tm odvdeon Tov
TPoodETN €€OPTATOL OO TNV TOVTOTNTO TOL GLVOETH KOl TOV TOUTTO 1GTOV GTOV OO0
exppaletar o vrodoyéag RAGE.

Onog  ovagépbnke 10 KkopPoéy  (C)-tehkd  dxpo tov  RAGE
(KVTTOPOTAAGLOTIKY TTEPLOYN) OEV EXEL OPACTIKOTNTA KIVAOTG, VTOJEKVHOVTOS OTL O

RAGE mpénet va aAAniemidpdost Gueca pe evolapuesa LecorapnTikd pnopilo Onwme yio
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napdderypa to popo mDia-1 kar 1 ERK 1/2 (extracellular signal-regulated kinase,
Kwvdon mov pubuiletor amd €E@KLTTOPIKA OCNUHOTO) Yoo Vo gvepyomonBodv ta
KaBodikd onportodotikd povordrtia (Ewkéva 19, Exxéva 20) [94, 489, 491-497].

Ot dpopot  €vOOKLTTAPIOL  (GEOVEC TOVL  EVEPYOMOLOVLVTOL OO TNV
alnAenidpacn RAGE-mpocdetdv ocuvvoyiloviar ommv Ewéva 20. H HMGBI1
deopevel tov RAGE pe vynin ewdwdmra kow ovyyévewr. H  evdokvttdpila
onpatoddtnon pmopel va dwokomel amd avticopoto €vavit tov RAGE 1 tov

TPOGOETMV TOV.

Ewkova 20. Odol evéokuTttdplag onpatodotnong npoodetwy e Tov RAGE. Napatnpeital n
TIOAUTTIAOKOTNTA TWV 08WV HETAYWYNG CNUOTOG WETA TN oUvdeon toug ue tov RAGE. H C-
KUTTOPOTTAQCOTLKN TteEpLoxr) Tou RAGE cuvdéetal pe 1o poplo mDia-1 kat n aAnAsmtidpaon
elvatl aueon. Mallota, n evepyornoinon twv Rho GTPacwv, Rac-1 kat Cdc42 amattel tnv
aueon olvdeon tou Dia-1 pe 1o C-teAikd akpo Tou RAGE. Amotéleopo autng Tng
gvepyomoinong elval n KUTTapLkn petavaotevuon. Eniong, n C-tepUaTK KUTTOPOTTAQCUATLKNA
nieploxn tou RAGE (el6lKAd TO OUOCTATLKO TOU TILO KOVTIA OTh SlapepPpavikr meploxn)
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oAAnAeTubpa aueca pe tnv ERK 1/2. Méow tng ERK Slopecohafeital n oucowpeuon
umodoxéwv RAGE. TeAikn kataAnén eival n evepyormoinon tou petaypadikot mopdyovta NF-
kB. H HMGB1 mpwrtiotwg emdyel tnv evepyornoinon twv odwv Rac-Cdc42 kat ERK1/2. H
6éopeuon RAGE-HMGB1  evepyomolel  wot600  TOAA  QKOUO  LOVOTIATLA,
cupmnepthappovopévwy autd twv MAPK kwvaocwv p44/42, p38 kol twv SAP/INK ta omoia
odnyolv  oTov  TMOA\AMAOGCLACMO  KOPKWIKWY  KUTTApWV Kol Ty  ékdpoaon
METAANOTIPWTEIVAOWV.

Zuvrouoypaicss: AGEs, advanced end glycation products, teAlka mpoiovra mpoxwpnuUevng
un eviuuatiknc yAukoludiwong; Akt n PKB, protein kinase B, mpwteivikn kwaon B; BACE 1,
Beta-secretase 1, Bnta oekpetaon 1; Casp3, Caspase-3, kaonaon 3; ERK , extracellular-
regulated kinase, kivaon mou puduiletat and eéwkuttapika onuata; JNK3, c-Jun N-terminal
kinase 3, TEAIkN KLvaon TOU QULVOTEALKOU GKPOU TOU UETAYPAPLKOU mtapayovta c-Jun 3; LTP,
long-term potentiation, uakpompodeoun evbuvauwon, MAPK, mitogen-activated protein,
KIVAOEG TTOU EVEpPyoOTTolOUVTaL oo uttoyovo; M-CSF, Macrophage colony-stimulating factor,
Mapayovrac O6i1€yepone amoikiwy pakpopaywv, mbDia-1, mammalian diaphanous-1,
Stapavec-1 Indaotikwv;, HMGBI1, High mobility group box 1 protein, mpwteivn vynAnc
kwvntikotntag te ouadag Bl;, NFATI1, nuclear factor of activated T-cells 1, mupnvikoc
TTOPAYOVTAC TWV EVEPYOTTOLNUEVWVY T-KUTTAPpWV 1

Tporomotnuévo amo: Han SH, Kim YH, Mook-Jung. RAGE: The Beneficial and Deleterious
Effects by Diverse Mechanisms of Actions. Mol Cells. 2011;31:91-97.

Telwkn katdAnén g ovvdeong g HMGB1/RAGE &ivot 1 evepyomoinom tov
NF-xB. O NF-kB pv0uilet ) petaypaen yovidiov pe amotélecpa v anelevfépwon
Towilwv Topaydviov mog: 1 evoodniivn-1, o ayysiokdc evéobnAlaxkodg avEntikdg
napayovtag (VEGF), o TGF-B, o 10tiKd¢ mapdyovtog, O14popeg (QAEYLOVMOELS
kvtokiveg 6mwg N IL- la, IL-6 kou TNF-a. Odnyel oe avénuévn ékepaocn popiov
npookOAANoNg, O6nmwg tov: VCAM-1, ICAM-1, kabd¢ emiong xot eEokvttdpiov
TPOTEIVAOV, OO TG Aapvivng kot koAlayovou tomov V. Broloywkd emakdiovOa
etvat 1 avénpévn ayyelakn S10mepaTdOTNTA, AYYEIOYEVEST|, KUTTAPIKY| amontwon [496,
498-500]. Evdwapépov mapovsidlel 6Tt 1 odvdeon tov NF-kB pe to yovidio AGER
nov Kodikonotel Tov vrodoyxéa RAGE, katoinyel o évav a&ova Betikng avadpaong

Kot o€ xpovia eAeypovn [451].
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3.4 BioAoyIkéG AEITOUPYIEG TTOU CUMMETEXEI O AEovag
HMGB1/RAGE

3.4.1 A%ovag HMGB1/RAGE o©Tnv  KUTTAPIKN

METAVAOCTEUON KOl TTIPOOKOAANON

H petavdotevon tov Kuttdpomv ©C OTOTEAEGUO TNG ONUATOOOTNONG
HMGB1/RAGE éye1 svpémg peketnBel (364, 372, 396, 486, 491]. H aviamtvén
veupalovov gival N TPOTN LOPPT KLTTAPIKNG HETAVAGTEVONG OV TTEPtypapnke [37,
483, 496]. Emionc, eumiéketor ot HETAVAGTELOT TOAADV GAA®V KLTTOPIKOV
TAnbvopdv Ot tev evootniakmv kuttdpov [501, 502], tov KOKKIOKLTTAP®V
[503], tov povokvttdapwv [504 -507], twv devopitikdv kvttdpwmv [503-507] ko twv
Aelov poikav kouttdpov [508, 509]. H onpatodotnon pésm tov RAGE dwadpapoatilet
eMMPOGOETOL ONUAVTIKO POLO OTNV OUOLOGTOCT] TOV TVELUOVIKOV TOPEYYVUOTOC,
EMAYOVTOG TOV KLTTOPIKO TOAALUTANGLOGHO KOl TNV TPOCKOAANGN TOGO UETAED TV
kuttdpwv (cell to cell interaction) 6co kot TV KVTTAP®V pE THY eEwKVTTAPLa Ogpédia,
ovoia (cell to matrix interaction) [364, 398, 468, 510]. EmutAéov, éxet amoderyBel 011 0
a&ovac HMGB1/RAGE puBuiletl T HETOVAGTELGN TOV KOPKIVIKOV KLTTApOV [362-
364, 449, 468, 510, 511].

Emunpdobeta, moArég peréteg €xovv amodei&el v aéio g onUatodoTnong
tov RAGE omv kuttapikn mpookKOAANGoTn, 10im¢ TV AEVKOKLTTAP®Y KOl GTNV
OTPATOAOYNON OVTAOV GE QAEYHOVADOES 10TovG [515]. Xe Loiwkd poviérlo pe ofeia
neprrovitoa amodeiydnke 6t o RAGE onuatodoteitoan kot oAANAEmdpd pe TO
avtyovo pakpo@dyov-1 (Mac-1) tov cvumAiéyuatog peuPpoavikng emibeong, mov
eVTOTiLETAL GTNV EMPAVELL TOV AEVKOV OUOcOUpiov. ATGTOKO 0VTNG TNG CVUVOESNC

elvar M TPOGKOAANGT TV AELLKOKVTTOP®V GTOLG ONATKOVS 1otovg [S514]. Xg
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petayevéotepn peAétn mopatnpnnke 6t 0 RAGE aAiniemidpd 1600 pe ™ Mac-1
660 Kat pe to poptlo evdookvttapikng tpookdiinong 1 (ICAM-1) endyovrtag pe avtdv
TOV TpOTO T YMueotasio AevkokvTtépmy oto evoodnio [515, 516].

Yyniny éxepaon RAGE éxst moapatnpnbel kou oe opomomrtikd kdtTapo
VEOPDV, OVATTUCCOUEVOV (DOV OV 00NYel 0€ TPOCKOAANGCT TOV AEVKOKLTTAP®V
[517]. H mpockOAANon @AEYLOVOODV KUTTAPWOV ETAYETAL EMIONG LEG® JEYEPONG TNG
ékppaong tov VCAM-1 og ayyswokd evoobnAlakd kOTTOpO Kol TEPITOVAIKA
uecobnAtakd kotrapa [S18 ,519].

Alwote, 0 RAGE vrootpiletor mog e&eliybnie amd po otkoyévelo popimv
KUTTOpIKNG  mpookOAAnong (CAMs) [512]. MdaMoto, onpovtiky opoldtnta
napotnpeital petafh g aAAniovyiog ToV apvoEEMY Kot TG TPIEOAGTATNG SOUNS
TOV UE TN VOUKAEOTIOKN oAAnAovyia kou doun twv CAMS. [T cvykekpiéva, to
CAMSs pe 1o omoia éxel cvykpBel gival: 10 evepyomomuévo HOPLO TPOGKOAANGNG
Aevkokvttdpwv (ALCAM), to popo mpdoeuong Pacikov kvttdpov (BCAM) kot to
noplo mpookOAANoNg Kuttdpwv pehavopatog (MCAM) onmg mapotmpeital otnv

Ewéva 21 [423, 513].

Ewova 21. 3D Soury HMGB1 kot Kuttaplkwv popiwv mpookoAAnong (CAM).

OL meploxég Ig V1 kat C1 tou RAGE mou mapouoialoval pe UmAe xpwpo, Bpiokovtal mio
MOKPLA OO TNV KUTTOPOTIAQCOMOTIKY) HEMBPAvVN Kal uloBeToUV plo eAadpwg AUYLOUEVN
Soun. Auth n xwptkn Slataén sivatl moAl kahd Statnpnuévn otig meploxEc Igl kad Ig2 tou
KovTlvol opodAoyou BCAM (kokkivo xpwpa). Ta 3D povtéda twv ALCAM (mpdacivo xpwia)
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Kot MCAM (Lwp Xxpwpa) utoSnAWvVoUuV OTL Kal AUTA Ta LopLa TPooKOAANonG uloBeTolv pa
TIoAU Ttapopola Sopn mou evdexoUévwg va amnatteital yia tnv §pdon npookoAAnonc.

Zuvtopoypadieg: ALCAM, Evepyomolnpévo UopLo mpookOAAnong Asukokuttdpwy; BCAM,
Mobplo mpooduong Paoclkol Kuttdpou; MCAM, MOpLo TIPOOKOAANGONG KUTTAPWV
pedavwpatog; RAGE, Ymodoxéag yla TEAKA TPOlovVIA TPOXWPNMEVNG N eVIUUOTIKAG
vyAukoZuAiwong

Tpomomnotinuévo amno: Sessa L. The receptor for advanced glycation end-products (RAGE) is
only present in mammals, and belongs to a family of cell adhesion molecules (CAMs). PLoS
One. 2014,9:e86903.

3.4.2 O a§ovag HMGB1/RAGE oTtnv 10TIKR ] BAGBN Kai

avayévvnon

O HMGBI1/RAGE d&&ovag dadpapatilel onuovtikd poAo otnv evepyonoinon
™G EUEVTNG KoL EMIKTNTNG 0VOCOAOYIKNG amdvinong [393, 481, 482, 520, 521]. H
HMGBI1 odweyeiper pokpoedyo kot GAAo KOTTAPO TNG EUELPNG OVOGIOG Yo TNV
anelevfépwon mpoayyelokdv kKutokvev, 6mwg o VEGF, TNF-a, kot n IL-8. Ocov
aQOpa TNV EMIKTNTN ovocia £xel @avel, 6Tt 0dNyel o @piLavoTn KoL EVEPYOTTOINGT TMV
DCs kot gvepyomoinon kot dtapopornoinon tov T kuttdpwv 18iowg mpog évo Thl
KLTTOPOKIVIKO ovotumo [476, 479, 481, 522].

Avolotikd, oty otk PAdpn, n HMGB1 odnyel oe otpatordoynon
AEVKOKVTTAP®Y KOl GE EVEPYOMOINON OVTMV (OOTE VO EKKPIVOLV QAEYHOVAIELS
KUTOKIVEG. X& HOVIEAD HLIKOV TPOLUOTIGHOV, Topatnpnnkay  SlopopeTikég
ofewoavaymyés popeéc e HMGBI va gival mapodoeg eEmrxuttaping dtadoyikd
[521]. Avogépetor moc apyikd ameievbepdvetor 1 mAnpog aviypévn (all-thiol)
popon ™¢ HMGBI1 1n omola apydtepa petatpénetor o€ S10O0VAQIOKT HopeN
(disulfide) HMGB1 [521]. Eivat yvootd 6tL Kot ot dvo pop@ég amelevbepdvovtat
and vekpd 1M €viovo kaTomovnuéva KOTTOpa. XOPOKTNPLOTIKE, 1 SIGOVAPIOKT
HMGBI oynpoartilet éva etepocdpmieypa pe ™ ynuetokivy CXCL12 wov givon mavto
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napovoo eEokvuttaping [521]. To HMGB1-CXCL12 gtepochumieypo otpotoroyel
AguKOKVTTOPO OO TN UIKPOKVKAOPOpia apod cuvdebel pe Tov vmodoyéa RAGE tov
KUTTOPOV Tov Tpovpatoc. Eicepydueva Agvkokvttapo Ba evepyomomBovv amd
OoovAPidky popen tov HMGBI, yw va apyioet m mopayoyn KLTOKWVOV,
yueokvov kot ROS [521]. Ot ROS apywkd 0o petatpéyovv v HMGBI1 oe
OLGOVAPIIIKY] LOPPN EVIGYVOVTOG TN QAEYHOVAOIN amOKPlot, oAAd pe T0 ¥povo Oa
ofeldmoovy TEpATEP® TG Kuoteiveg kot OBa  amevepyomomcovv v HMGBI1
(sulfonated HMGB1) [521]. 'Etor, n HMGBI1 0a otpatoroyncel opywkd To
AegvkokvTTapa, Oa Ta evepyomomoel Kal ot cvvéxewn Ba amevepyomombel amd Tig
erevBepeg pilec o&uydvov tov pukpomeptPdArovtog tov tpadpatog [521].

H HMGB1 6wdpapatifetl eniong, onuavtikd poro ot yEYOVOTo TOL £TOVTOL
™G PAEYUOVIG OTMG OTNV EMICKELY Kot avayévvnon tov otov [521]. H HMGBI
npocropPdvel povokvtTopa Kot peseyyvpotikd Practikd kottapa (MSC) ta omoia
cLUPBGALOVY OV 10TIKY €MoKELT] (LLOV, €vO0ONAIOL, VELPOV®VY) KOl TPOAyEL TN
veoayyeloyéveon [502, 521]. O HMGB1/RAGE d&ovag mailel onuavtikd poro ot
VEOUYYEIOYEVEST] TOV IGYALUIKAOV TPOVHOTIGUEVOV TEPLOYDV Old LEGM TNG oENUEVNG
EKQPOOTG VIEYKPIVDV, ETAYOVTOGS LLE AVTO TOV TPOTO T UETAVAGTEVOT) EVOOONAMAKDV
Kuttapav [372, 396, 502, 521].

Amo Vv dAAN TAeLpd, M VIEPOPASTNPLOTHTO TOL AEOVA UTOPEl v 0dNYNoEL
0€ VIEPETPT EVEPYOTOINGN TOV AVOGOAOYIKMV OTOKPICEDV Kol 6€ maforoyia TV
wtov. O avtiopoootatikdg porog g HMGBI1 éxet gavel oe emipveg dtav n
e€0VOETEPMON TNG AAOPUIVIG LLE ¥PTON OVTOYMVICTMOV OVEGTEILE S0GOECAPTMUEVA TO
evootolikd ook, Tn onym, anétpeye Vv PAAPN opydvov kol avénce v emPionon

[520-523].
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3.5 0 poAog tou afova HMGB1/RAGE otn nMVEUMOVLIKA
vOoO

[MnBopa peretdv €xovv diepevvioel to poro tov aEova HMGB1/RAGE
otV mofoyEVEID VOOUAT®V TOL OVOTVELSTIKOD GLOTAHOTOS. Agdopévov OTL 0
RAGE vmepekppaletor 6t0 mVELHOVIKO Tap€yyvpo vrootpiletar 6tL 0 aoKel
EYYEVOS €VOV ONUAVTIKO OpotooTatikd poro. ‘Exel goavel 6t1 ta dropo pe coPfapd
doBua &xovv vynrotepa enineda HMGBI1 ota mtveha Kot 6Tov 0pOd GUYKPITIKA WE
TOVG VYLEIC Kol TOVG 0o0eveic e pHepikdg eleyyouevn vooo [523-528]. Ta eninedd g
ovoyetiotnkav Oetikd pe ™ coPapotnta g oacBévelng kot Tov aplfud TV
QAEYLOVOO®V KLTTAp®V TV TTuéAwv [523-528]. Emiong, o vmodoyéag RAGE
eoivetal mog dtodpapatilel onuaviikd polo oty maboyéveln Tov AGOUATOC GTOVG
avipomovg evd o SRAGE peletdtor og Oepomentikdg otdy0oc. ZvyKekpuuéva,
napatnpiOnke Betikny cuoyétion g HelwoNS TOL JVVAUIKE EKTVEOUEVOL OYKOV GTO
npadto devteporento (FEV1), pe évav povadikd voukAieotidotkd moAvpopeiopnd (SNP)
(rs2070600) tov yovidiov AGER [529-532]. O molvpop@iopdc avtdg vrootnpixdnke
¢ odnyel oe avénuévn ovyyévela mpoécdeonc g HMGB1 pe tov RAGE ot
EVIOYLUEVEG QAEYHOVMDOELS amokpioelg [529-532]. H onuavtikny eumlokn Ttov
vrodoyéa RAGE otnv Th2 avooclokn omdvinon omodelkvietal 6€  TOAAEG
nePpapoTIkéC peréteg [533-538]. H mpokAnon pe petoyoAivn mpokdrlece nwcvo@idio
TOV OEPAYWYDV, LAEPTAACIH TV emONMoK®OV KLTTapwVv kot eEachiévion g
TVELHOVIKNG Agttovpyiag, maboloyia m omoio dev mapatnpnOnkKe o€ MEPMTOGELS
eMeippatog Tov vrodoyéa. Emi ehdelippatog tov vrodoyéa mapatnpndnkav emiong
yapnAa enineda twv Th2 kvtokvav, IL-5 kot IL-13. TIpéceata mapatnpndnke O6tL o

RAGE c¢ivol amopaitntog yia ) cvoowpevon tov ILC2s otov mvevpova emipomy
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Hetd and tpdkAnon pe aliepyloyovo [535, 539-541]. Emumiéov, o RAGE @dvnke va
npoayel v ékepacn g IL-33 otov mvevpovikd 1616 [535].

Meléteg o kKanviotéc pe XAIT arokdAvyov vynAidtepa eninedo HMGBI1 oto
BAL kot otov opd GLYKPITIKG [E TOVG VYLES HapTLpES, 101¢ KoTa TNV TapoSuvon
g vocov [474, 542-550]. Ta vyniotepa eminedo TG oroppivng cvoyetioTnkay
Oetikd pe peyadvtepo Pabud amdepaing Tov aspaywydv [545]. v 101o pelétn
dlmot®Onke OTL To. HOKPOPAya, To fpoyyikd emBnitokd KOTTopa Kot To Asior poikd
KOTTOPO TOV OEPAYOYDV GTOVG TAcYovies, e&éppalov oe LVYNAG emimedo TNV
HMGB1 kot mpotabnkav wg Kuttapikég nnyég e ot voco [474]. Eniong ta vynid
enineda. HMGB1 og mtoeha kot mhdopo acBevov pe XAIl ocvoyeticOnkov pe
OVOETEPOPIAIKT)  QAEYHOV] KOODC £€xel mepypagel €vag pNYOVICHOG  OeTikng
avddpaong peta&d g ékepaong HMGBI1 kot tov apBpov tov ovdetepopirov [402,
543]. To kGmvicpo Tolyap®V, 0 O YVOGTOC aITIOAOYIKOG Tapdyovtag tng XAIl,
TPoKaAel BGvato Kot VEKP®ON 0VOETEPOPIL®V pe akdAovON anedevBépmon HMGBI,
N omnoio. TPOGEAKVEL TEPIGGOTEPO OVOETEPOPIAN G Mo Oadkacion GuveoLS
OVTOOLNTHPNONG TOV OVOETEPOPIAMKOD TPOPIA, OUTIOAOYDOVTAG TNV TapOELVOT NG
vooov [551-553]. H avadiopdppoon tov aepaymydv, yopoktnplotikd g XAIT &xst
ovoyeTiobel pe v vrepékppaon g HMGB1 [544, 551]. H pecorafodpevn and tov
RAGE oavadiapoppmon tov aepaymy®v poptopdtatl amd ) perét tov Ojo Kot cuv.
nov amédelge OTL 1 AVOGTOAN TNG GNUOTOSOTNGNG TOL VIOdoYEN e&acBevel T dpdom
mg HMGBI1 enl tov embnioxkov kuvttdpov [552]. Emmpdcbeta, m yxpnon
avactoréwv Tov NF-kB og emipvec pe XAIl odnqynoe oe peiowon e cuykévipwong
™¢c HMGBI1 otov 1616 tov mvedpova [546]. H poévn peké mov, mov dev aviyvevce
onuoavtiky dtapopd petad tov emmédwv HMGB1 oto BAL acBevav pe XAIT ko

VYOV atOp®V Tpoépyetal omd v opdda tov Di Stefano [554]. O mpootatenTikdg
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POAOC TOL VTOJOYEN LTOOTNPILETal TEPUTEP® OO TNV EVICYLUEVT] £KOPOCT TOL
dwapePpavikod vrodoxéo RAGE [474, 543, 554-560] kot ) pel@pévn EKQPact Tov
SRAGE [560-565], otovg mvevpoveg acbevidv mov €16mvéovy EMTEPIKOVG POTOVE
[561-566].

[Tolvpopeiopoi tov yovidiov AGER éyouvv ocvoyetiotel pe avénuévn
coPapdtrta vocov oe acbeveic pe kvotiky tvoon [567]. o mapdderypa, o
noAvpopeiopds 429T/C éxer ovoyetiobel pe pewwpévn tyun FEV; kot avénuévn
éxppaon RAGE otovg acbeveig avtovg [567]. O molvpopoiopodg 374T/A €xet
ovoyetiobel pe avénuévn ékeppaocn tov RAGE kot avénuéva eninedo IgE otovug
TVEVUOVEC TV 000evOV Le KLOTIKN tvoon [568]. Eniong avaeépetal 6Tt ot acbeveic
pe avénuéva enineda RAGE eivor o gvaicOntol o mepifaiiovtikd ailepyroydva
kot Taboyova O0mmg o Aspergillus [566, 568]. Q¢ ek TOLTOV, 1 VIEPEKPPAUGCT] TOV
RAGE «xot t@v GLVOETOV TOV GE GUVOLOGUO HE TNV TOPOYMYT| EANTTOUATIKOV
SRAGE mpoxodiel @leypovmdelg amokpicelg kol emdeivmon TG ovomvVELGTIKNG
Aertovpyiog o€ acBeveic e KVoTIKY tveon [565, 569].

Emiong, eva amd ta onuavtikdtepa yopakInpioTikd e o&elog TVEVUOVIKNG
BAGPNc (ALI) kot Tov cuvopopov oéelag avamvevotikng dvoyépetag (ARDS) eivar n
KUTTOPIKY PBAAPN TOV KOYEMOIK®OV EMONAOKOV KLTTOPOV, KOl TO EMIMEOA TOV
SRAGE é£yovv ovoyetiofel pe to Pabud g mvevpovikng kataostpoopns [472, 570].
Eivai evolopépov akoun 6t 6TdeLGN TOL VITOJ0YEN TPOGTATEVEL TOV TVEVLLLOVO, OO
v o&eiag mvevpovikn PAGPTN in vivo [571]. Eropévag, o SRAGE cuvietd évav deikn
cofapdTTag NG TVELHOVIKNG VOOV gumvéovTag TNV Bepamevtikn otodyevon [572,
573].

Ymv mvevpovikn tvoon m €keppacn ¢ mpoteivng RAGE peidveror otov

TVELUOVIKO 16T evd younAd enineda SRAGE avevpiokovior 6to BAL tov acbevov
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CLYKPLTIKA pe ToV VY| TAnBvoud [463, 574-576]. H ékeppaon tov vrodoyéa RAGE
eCaobevel emiong oe acBeveic pe IPF mov Ppiokovrar mapdEuvon g vocov [463,
577] Ze nAiopévoug emipveg, n amovsio. tov RAGE odmyel og avtopatn yéveon
WoIOV OALOLDGEMY, VTOONANDVOVTAG TOV TPOCGTATEVTIKO AVTUVAOTIKO pOAO TOL 0oKEl
o vodoyéag RAGE oto mvevpovikd mapéyyoua. H ékppaon tov RAGE peidveton
EMIOMG OTOVC TVEDUOVEG TOV EMIHL®V UE tvoon AOyw €ékbeong oe umheopvkivn [464],
apiovto [463] kat dto&eidio tov mupttiov [578]. Qotdco, o porog tov RAGE oty
KUTTOPIKY TPOCKOAANGOT KOl 1OTIKY €MOVAMOT| S10POPOTTOLEITOL G OVTA TOL LOVTEAL
kot g€aptdral and 1o €idoc g mapeyyvpoatikng PAaPng. H éddenyn RAGE éyet
ovoyeTiobel pe duopevn Tpdyveoon oy aptdvioon [579, 580]. O RAGE nailel poro
omv embniokn-peceyyvpotikn petatpory (EMT), n omoio éxer avadeydel g
Baocikdg pnyaviopds yuoo TV TPooy®yn €vog mpoveTikoh mepifdiiovtog [581].
Qo1660, dev givarl capég eav amarteitar o RAGE yu v EMT 7 €dv n avendpked
tov tpowbei tnv EMT [468]. H peiwon tov RAGE o mepipdiiov ivioong pmopet va
opeidetaor o€ VTOEKPPOOT TOL Yyovidiov Tov, og dwpopormoinon Tov ATII
TVEVLOVOKVLTTOP®Y, UNXOVIGUOL 7oL  Umopel Vo 0ONYNOOLV  GE  KLTTOPIKY
dvuoiertovpyia Kot voTikd Tpo@id [460, 463, 523].

O wuttopikdg 0Evatog TOV  KOPKIVIKGOV KLTTAP®OV AOY®  OVETOPKOVG
ayyswoyéveons, 0o  mpokoiécer omedevBépwon HMGBI kot kota  cuvvénewn
OTPATOAOYNON HOKPOPAY®V Kol OVOETEPOPIA®MY 0TO UIKpomePPAALoV Tov dykov. O
ICD s&ivar oty  zmpoaypotikdtnto  €vo  EEAIKTIKA  OTNPNUEVO  TPOYPOLLLLOL
AVTETOMIONG TafoyOovewv, e HOVOTATIO OTOKPIONG TopOUoln He eKeiva, oL
EVEPYOTOLOVVTOL Y10, TNV AVTIHETOTION 1OV [582, 583]. Meléteg avapépovv ot 0 ICD
yapoktnpileTor omd TV EKTOUTY KOAPETIKOVAIVNG (g onua eat me), HMGBI1 xat

ATP (wg onua find me), mov evepyomolovv ta @oyokHTTOPO KOl EUTAEKOVTOL OTN
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eAeypovn [583]. Ymoompwtikd, m e&ovdetépwon g Ekepacng g HMGBI
emnpealel apvnTikd v mwpdyvwmon o aobevelg pe KopKivo TOL HOGTOD OV
Aappdvovv Bepameio pe avBpaxvikiiveg. Eivar capég 6ti 1 KOAL gvopynoTpouévn
anelevfépwon Kohpetikovrivnig, HMGBI kot ATP eivor onpovtiky yi v
OTOTEAEGUATIKOTNTO TOV YNUE0OEpATELTIKOV QapudkmV [583]. Aviipatikég peléteg
avapépovv OtL 0 aEovag HMGB1/RAGE puOuilet ) peETOvVAGTEVGN TOV KOPKIVIKMV
KuTTapoV [36, 364, 396, 486, 491, 584] kot n emaydpevn andé HMGB1 onpatoddtnon
tov RAGE evioyder v e€&éMén tov Kopkivov GE EUOLTEVUEVOVG KOl €V YEVEL
KapKvikovg Oykovg [362, 584]. H vmepékppaon tg HMGBI1 ovvdéetar pe
QtyoTEPN TPOYVMON G€ acbeveic pe ddpopovg TOTovg Kapkivov. Ocov apopd tov
Kapkivo tov mvevpova vrootpiletar 6Tt 0 RAGE kot ta enimeda sSRAGE opov
petowvovior otn voco [461, 467, 554]. Ov gpevvntég toviCouv TNV KOPKIVOYOVO
enidpaon ¢ pkpdtepng ovykévipoons sRAGE, tekunpiovovtoag 6t 1 petopévn
ékppaon tov RAGE «xat sRAGE odnyel oe «vuttopikny dwapopomoinon,

TOALOTAQGLOGUO, KOl LETAVAGTEVCT] TOV KOPKIVIKMOY KLTTAPWOV GTOV TveLLOva. [585].

3.6 O pbéAog Tou agova HMGB1/RAGE oTtnv

UTTECWKOTIKI) VOO O

Ocov agopd to poéro tov a&ova HMGB1/RAGE oty vrelmwkotikny voco,
avadvopeva dedopéva paptupovy 0Tt To eminedo HMGBI1 6tov opd kot 610 mAdGua
etvar onpovtikd vymAdtepa 6tovg acbeveic e Kakombeg peconiimpo cuykpiTikd pe
To. dropa mov €yovv ektebel o opiovto kol Tovg vylels PAPTLPES, TPOTEIVOVTOG
TEWOTIKG TN xpfHon ¢ oroppuivig HMGB1 og mpodipo drayvootikd (screening tool)
KO TPOYVOOTIKO OgikTn 6To KakonOeg pecodniiopa [586-596]. Yrootnpileton 611 TaL

Kakonn kOTTOpO TOL pEGOONAMMUATOG EKPPALOVY KOl EKKPIVOLV EVEPYNTIKA TNV
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HMGB1 ce vynia eminedo in vitro [586-596] evdd n HMGB1 coufdiier oty
KLTTOPIKY TPOokOAANGN o610 vrdotpopo (adhesion) kot v avamtuén tov Oykov
[595].

O apiavtog eivar kvttapotolikdg yio to. avOpodmve pecodnitakd KotTapa.
YUYKEKPIUEVO, O TPOKOAOVUEVOS Omd OUiovVIO KLTTOPIKOS Odvatog eivor  pio
pLOCOUEVT] HOPPY] KVTTAPIKNG VEKPMONG TOV GLVOEETAL e TNV Kapkivoyéveon. H
Kapkivoyéveon €xel ouvdedel e v anelevbépwon kutokivav émwg 1 HMGBI kot
HETAALAELOYOVOV avTIOPOSTIK®OV €0GV 0&uydvov (ROS) and @Aieypovadn kdttapa
[588]. Ewwotepa, o apiovtog petatomiCet tqv HMGBI1 omd tov mupiva tov
LEGOONAMOKAOV KVTTAP®V TPOS TO KVTTAPOTAAGHO Kol 0KOAOVO®WS 6TOoV £EOKLTTAPLO
yopo. H evepyntun éxkpion g HMGBI1 dweyeiper 100 pokpogdya va
aneievbepwcovv TNF-a, IL- 1B péow evepyomoinomng tg 0500 tov NF-kB, pe otdyo
TNV OHOOoTACY] KOl TNV TTpootacion g pecodniakng otifadog [596]. Andppoia
avTov glval 1 YEveon UG XPOVIOG PAEYLOVMOOOVG O1AOTKAGIOG TOV TEAMK(A EVVOEL TOV
LETAGYNUOTIGUO TOV HEGOOMALOK®V KVTTAPWV 6€ KapKvikd. 'Etol n anelevBépwon
g HMGBI1 meprypdoetar g éva kpioyo apywd Pruna ywo v waboyéveon g
vOGoL Tov oyetileTon pe TOV OUiVTO KOl GUVIGTO TO GUVOETIKO KPIKO TOV KLTTAPIKOD
Bavdatov, g ypoviag ereypovig [593] kar tng Kapkvoyéveong [588, 596, 597]

Q¢ ek TOVTOVL VéeG oTPATNYIKEG TOL TopepPoivovv Gt EAEYHOVH TOL
TpoKaAeitat and Tov apiovto Bo pTopovcay Vo amoTpEYOLVY 1 va kKaBuoTEPGOVY TV
EULPAVIOT HECOOMMMDUOTOC GE OUASES VYNAOD KIVOVVOV, GUUTEPIAAUPOVOLEVOV TOV
YEVETIKA Tpodlotefeévav atopmv Ko vo eUmodicovy v ovamtuén tov dyKov
BeAtidvovtog v KAKoTn UEXPL OTYUNG Tpoyvoon twv acbevav. TIpoxhvicég
HeAéTEG OE TEPOUOTIKG HovTélo emipvov omédelov 0Tt n pecoAafodpevn omd

avticopo omokomn ¢ HMBG1 M n ypnon mupoota@uiikod aifviiov, &vog
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avieotépa mov dpa wg avactoréag Tov NF-kB kot tov RAGE, sivan emapkn yo va
odnynoovv e Bepamevtikd anotérespa [595, 598]. Opoimwg n otodyevon g HMGB1
070 TA0IG10 A avaQEPETAL TTMG dPa OVTIKAPKIVIKE [599].

Ocov agpopd 115 Proroyikés 1010t Teg Tov AEova oTIC VIELOKOTIKEG GLALOYEG
(YZ) ta Biproypagikd dedopéva givor eAdyloto KaBds vTapyouy HOVo TPELS OYETIKES
HEAETEG,.

H nmpdt perétn mapoampnoe avénuéva eninedo g HMGBI1 og kakondeig
KOl TOPOTVELHOVIKEG YX OLYKpLTikd pe Tig dudpopatikés YX [600]. Emiong,
TPOceaTN HEAET aviyvevoe avénuéva emineda g HMGBI1 ce YX acBevdv pe un
HIKPOKVTTOPIKO KapKivo mvevuova (non small lung cancer, NSCLC), 6e cvvdvooud
pe avénpéva emineda Kot GAA®V KVToKvav 0ntmg 1 IL-6 ko n IL-8 [601]. Avénuéva
eniong Mrav ta enineda g mpoteivig kot tov MRNA HMGBI1 ctovg kopkivikovg
1GTOVG TOL GUYKEKPYEVOD KOPKIVIKOD TOTTOV. XNV 10100 HEAETN amoKaAbEONKe eniong
ot n avacvvdvacpév) HMGBI peiove onpovtikd v gvaicOnocio g KuTTopKngG
oelpdc A549 ot yoprynon oiomhativng [601].

H tpitn perétn avépepe 0TL 01 pETProEIS TV emMmEd®V ToL vTodoyéa SRAGE
GTOV 0pO Kol TO TAAGHO Uopel Vo, GuVIGTOOV €val ¥PNGIUO pYOAEio Yia T didyvmon
dupopovpevey  eEBPOUATIKOV YX, onNUEl®VOVTAG OTL LYNAGTEPA EMIMEdA TOV
SAVTOD VTTOJOYEN OVELPICKOVTOL GE QLUOTIOOELS Kol KokonBovg attoloyiog YX
[602], OMAadn o©E MEPWTMOOCELS YPOVIOG (PAEYHLOVMOOOVG Oladkociog mapd o€
nepmtooels o&elog eAeypovig g pecodniokng otifddag (mapomvevpovikés YZ).
Me dAlo Adya, Oedopévou OtL M evioyvon g Ekepacng Tov vrodoxéa RAGE
evioyvel TV emPiwon TOV KVTTAP®V GE TEPMTMOGELS OEEOMTIKOD GTPES, Ol EPEVVITEG
TapoTNPNoaV OTL N €l PaKPOV ¥POVIO AEYLOVN Kol TO 0EEWMTIKO GTPEG 0OTYOVV OE

evioyvon g éxepaocng tov SRAGE oto mlevpttikd vypo GUYKPITIKE HE TIC
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nepumtooel ofelog eAeypovig Adyw mvevpoviog [602].  Téhog n 0w peAétn
vroompi&e Ot ta enimeda tov SRAGE oto mAevpitikd vypd nrav vymidtepa ond to
enineda sSRAGE tov id1ov acbevdv ota detypata opov [602]. Avtd givar Aoyiko av
Aapovpe vt Oyv To vyMAdTEPQ €V Yével, eminedo RAGE kot SRAGE otov mvevpovikd

16T Kot 670 omAayyvikd vrelmkota [602].
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EIAIKO MEPOXz
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KE®DPAAAIO 4: Eilcaywyn — ZKOTroG TnG HEAETNG

4.1 Eicaywyn

H oavaokommon ¢ PipMoypapiog amokaAdmter 6Tt 0 SlyVOOTIKOC,
TPOYVOOTIKOG Kol OuVNTIKE Oepamevtikdg poOAOC TV ONUATOd0TIKOV a&ovev IL-
33/ST2 xou HMGB1/RAGE éyet emapkmdg peletnbel oe TOAG OvOmVELGTIKA
voonuata 6nwg oto dobua, ot XAl oty mvevpovikn ivoon, 6tov Kapkivo Tov
mvevpova. Eviovtolg, o poéAog tovg otn guooloyio kot maboguoioloyia TV
voonuatwv tov vrelwkota eivor ehdylota pedetnuévog. Bdowo pmopel va
vrootnpiel kaveic T vdpyel Eva oNUavTikod PBPAIOYPOEIKO Kol EPELVNTIKO KEVO
660V apopd Tov madopuoloroyikd poro tov arapuvev IL-33 kot HMGBL kabog
Kol TV OAvT®v Toug vrodoyéwv SST2 kar SRAGE oty vrelokotikny voco.
Awpopemvetal €161 TPOCPOPO  £50POG Yoo TN OTOLI®OY LIOBECEMY KOl TN

Ste&oymyn HEAETMDV.

4.2 2KOTrOG TNG MEAETNG

O1 o10)01 TG TapovGag dtatpPng elvat:
1. No vroloyioBobv ot cuykevipmoelg g mpoteivig IL-33 kot tov dtaAvtov
g vrodoyéa sST2 kabmg kot ta eminedo ¢ npwteivnig HMGBI1 kot tov
dwAvtov g vmodoyéo. SRAGE oe avOpomiveg dSudpouatikés (TrPE),
kaxon0eig (MPE) kot mapamvevpovikég (PPE) Y.
2. Na yiver ovoyétion tov emmédov tov 1L-33/sST2 kot HMGBI1/sRAGE pe

TNV NAKio Kot T0 GUAO TOV OELYHOTOC.
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3. Na yivelr cvoyétion tov enmédwv tov 1L-33/sST2 kot HMGB1/sRAGE pe ta
Bloynuikd Kot KLTTOPOAOYIKG YOPOKTNPIOTIKA TOV HEAETOVUEVOV YZ
[Kpupia Light: eminedo yoalaxtikng agudpoyovacng (LDH), yAivkolng,
OMK®MV AEVKOUATOV KOl AELKOUOTIVIIG Kot yevikn wrel®KoTikoy vYpol
YY)].

4. Noa ypnoworomBodv avimpoocwnevTikd Oetypoto omd kabe tomo YZ,
onAadn delypata pe Tig vynAoTEPES Kot younAidteg cvykevipaooelg 1L-33 1
HMGB1 avtictoya, dote vo diepevvnbel n enidpacr] Tovg 6€ PUIVOTLTOVG
avOpomvov kolonbov pecodniaxkov MeT-5A kuvttdpov. Melemnke n
EMIOPACT TOVG GTNV KVTTAPIKY] TPOGKOAANGTY, KUTTOPIKY HETOVAGTEVCT] KOt
OTNV KOVOTNTA GYNUOTIGHLOD KUTTOPIKMV GOOLPOEODV.

5. Na pelenBolv ot in Vitro emidpaocelg g xoprynong avacvvovacuévng 1L-33
OTNV KLTTOPIKY TPOGKOAANGT KOl HETOVACTELON KaAONOwV pHeGoONAaK®V
Kuttdpov MeT-5A.

6. No peretnbovv ou In VItro emdpdacelg g Yopnynong OvacsLVILOGUEVNG
HMGB1 omv xuttoptk] TpookKOAANGY, LETOVAGTEVCT] KOl GTNV KOVOTNTL
CYNUATICHOD KLTTOPIKAOV GOAPOEWOV Ge KoAonOn pecodniiokd kdtrapo

MeT-5A.
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KE®AAAIO 5: YAIKA KAl MEOOAOI

5.1 AcOeveig Kal cuAAoyn delypdaTwy

H pelétn ovumepiéroPe 40 acBeveic pe oeyvoouéveg YZ (14 acBeveig pe
dwopompatikég, 13 pe xakondelg ko 13 pe moapamvevpovikég YZ) amd pa tpdmelo
derypdtov 230 acBevov. Ot acBeveig emdyOnoav pe toyaio dsrypotoAnyio.
Enpokerro yio dropa mov voonievtnkav oto INovemommuokd 'evikdé Nocsokopeio
Adpoog and tov lavovdpio tov 2014 € tov Mdaptio tov 2015. H do1dkpion tov
duwdpouatik®v omd 115 eEWpopatikéc Y Paciomke ota dpai@pUEVO KPLTHPLoL TOL
Light [603]. 'Etot yio tov opiopd tov e&idpoudtov amartodviov évo amd T
TOPAKATO: AOYOG OMK®OV AeVKOUATOV YY TPOg OAIKE AEVK®UATO OpOV HEYOADTEPOG
and 0,5 kavn Adyoc LDH YY npog LDH opo¥ peyarvtepoc and 0,6 kavn tiun LDH
YY peyoAvtepn amd ta 2/3 tov avdtepov opiov Tov guotoloyikav emmédwv LDH
oTOV 0pO0.

H 614yvoon tov mapanvevloviKdv GOALOYOV TEONKE dtav vINPYE: o) KAWVIKN
ewova cvuPatn pe mopovcion TVELHOVIKNG AOTHMENS, ONAadT| Yopaknpllopevn oo
ofelag EvapEng eUTOPETO Kol GLVOOO TLMON ATOXPEUYN, B) CLUPOTY] AKTIVOAOYIKN
EIKOVOL L€ TOPOLGIN KLYEAOIKOD 1 TLUKVOTIKOD TUTOV TVELHOVIKOV CKIAGE®V, )
anopovmon mabdoydvov oe KaAMépyela YY, 0) PeAtimon Tng KMVIKOEPYUSTNPLOKNG
EIKOVOG UETA amd yopnynon avtiotikng aywyns. Kpuriplo yuo m odyvoon tov
kakonBov YZ frav n Oetikn kvttaporoyikn tov YY kav n Oetikn yio Kokondeio
Bloyia tov vrelwkodTa.

Ta  odelypata  YY ovAdéyOnooav pe Oopokokévinon vrd  dueon
vrepnyoypaeiky] kaBoonynon. To YY ovAAéyOnke o€  amooTEPOUEVOLG
JOKIAOTIKOVG cANveS kol uyokevipnOnke (1.200g yia 10 Aentd) péoa ota TpdTO
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60 Aentd amd TN GVAAOYN TOL COHEMVA pe TNV oyvovsa Pipioypaeia [304]. To
vrepkeipevo amodnkevtnke otovg -80°C péypt v mepartépw avdivon tov. H
Emtpony| Acovtoroyiag tov [Hoavemotpiov Occcariog evékpive OAeg TIG dLodIKAGTES
Kat ot acBeveic vTEypayav EvTumo cuyKatdfeong.

Ta Boactkd ONUOYPOEIKA KOl TO EPYUCTNPLOKAE YOPAKTNPIOTIKG 0pol Kot YZ

1oV detypotog TV actevav e pelég mapovsialovral otov Mivaka S.
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IMivaxkag 5. Anpoypaeikd Kot epyacTnplokd YopaKTnpIoTikd TANGLGHOL HEAETNC, G

oVUVOAO aeBevAV Kal avdAoya pe ToV TOTO TG VTECOKOTIKNG GLAAOYTG.

, , , , MapATIVEULOVIKEG
J0volo acBsvwyv| Aubpwpatikeg Y KakonBeig Y Vs
n=40 n=14 n=13 p-value
n=13

duro
Avipec 28 (70) 9 (64.3) 8 (61.5) 11 (84.6) 0.371

12 (30) 5(35.7) 5 (38.5) 2 (15.4) 0.371
luvaikeg
HAwia 67.7+15.0 72.8+13.1 69.2 +10.4 60.8 +18.7 0.063
MAgvupLtiko Yypo
Sdkyapo (g/dL) 92.6 +48.3 121.6 +28.1* 73.4+49.3 73.5 + 53.0* 0.016
OAwka Aeukwpuara (g/dL) 3.8+1.3 2.4+0.7* 4.7 £ 0.6* 4.5+ 1.0* <0.001
AABoupivn (g/dL) 2.1+0.7 1.5+0.6* 2.8 +0.4* 2.1+0.5*% <0.001
LDH (1U/1) 822 +1187 118 + 39* 952 + 1069* 1450 + 1551* <0.001
ADA (U/L) 11.0+ 8.7 4.1+1.8% 12.2 +6* 17.4 + 10.4* <0.001
pH 7.4+0.1 7.4+0.0 7.4+0.1 7.310.1 0.162
N kuttdpwv/mm’ 2823 + 5277 1152 + 1210 4338 + 8543 3107 + 3176 0.065
N epudpokuttdpwv/mm’ 73624 + 183329| 15574 +30497* |135720 + 273635*| 74148 + 158824* 0.014
N noAupopponvpnvwv/mm’ | 1188 + 1779 339 + 475% 1090 + 1431* 2200 + 2455* 0.005
N Aeugokuttdpwv/ mm’ 1429 + 4275 712 + 696 2901 + 7414 728 + 649 0.303
Opog
OAwkd Agukwparta (g/dL) 6.7 0.7 6.4 + 0.5 7.1+0.4* 6.7+0.9 0.027
AABoupivn (g/dL) 2.140.7 32407 3.6+ 0.5* 2.7+0.7% 0.006
LDH (1U/1) 273+ 154 278 + 128 279 + 81 284 226 0.951
TUmog kakonBoug Y
Metaotatiko kapkivwua’ 2 (15.4)
Kapkivog nveuuova 9(69.2)
MeooUBnAiwua 1(7.7)
NEUpwU 1(7.7)

Ta évtova pavpa  ypduupata emonuaivouv v Umapén  OTATIOTIKE  ONUAVTIKWY
QITOTEAECUATWVY

*Post hoc analysis, «Ek twv YOTEPwV» AOKIUNOCIEC EAEYYOU OUCXETIOEWV UETHED TWV
XOPOKTNPLOTIKWY TwV SLapopwVv TUnwv Y2
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AMETAOTATIKA KAPKIVWUATA QIO MPWTONMATEG KapKIiVwUd UaoToU.

Zuvrouoypaics: Y, Ynelwkotikp ouAdoyr; ADA, Amauwvacn tng adevooivng LDH,
FraAakTikn Selibpoyevaon

5.2. MeTpioeig oTO UTTECWKOTIKO uypod

Xapaktnplotikd Tov vrodoyémv ST2 kot RAGE sivar 611 ekppdlovtal o€
draAvth popen (soluble form) eEwkvtTaping, dpOVIOG MC VTOSOYEIC-OVACTOAEIC 1) WG
vrodoyeic e&ovdetépmong (decoy receptors) towv orappvov IL-33 xor HMGB1

avtiototya Kot Tpocsdlopilovror p€ow ypnong g avocoevivpikng pebooov ELISA.

5.2.1 Merpnoeig Tng IL-33 ka1 Tou sST2

H pétpnon tov emmédov g IL-33 kot tov SST2 mpaypoatomombnke pe
Sandwich ELISA. Xpnowwonomdnkov to avidpactiplo #ab119547 ko #ab100563
avtiotoyyo (Abcam, UK) odpupova pe tig odnyieg tov katackevooty. To €0pog
aviyvevong yia v IL-33: ftav 7,8 pg/mL - 500 pg/mL kot ywa tov SST2: 1,65 pg/mL
- 1200 pg/mL). To 6po aviyvevong (Limit Of Detection, LOD) vrmoloyiotnke
[(LOD=Mean Blank Value +30)] og 1,05 pg/mL yia tnv IL-33 o 148,24 pg/mL ywo
Tov SST2. XuyKeVTpMGELS OviYVEDSIUNG TPOTEIVNG ioec N Hkpotepeg omd to LOD,
KOTOYpAQNoOV MG U1 OVIYVELCIUEG KOl Yoo TNV OTATIOTIKY avAAvon ToV
OTOTEAECUATOV OVTA TO, OElyHoTa COUTEPIANEON GOV GTN HEAETN HOG UE TIUES {0EC e
10 LOD. Kd&Oe delypa avoivbnke e dimAovv. Katd ™ pérpnon tov SST2, ta
delypoto pe TG HeyaAdTEPES Omd TN UEYIOTN YPOUUKY amOKplon (maximum linear
response), apatd@OnKoy KaTdAANAL Kot ovoAvOnKaY €K VEOL.

O1 petpnoeic ELISA pe to avtidpaotiplo #ab119547 aviyvedovv v dpuun

popen] IL-33112-270 M omoion €xel vmootel €VOAAOKTIKO MHATIGHO HE OpAoT TOL
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TPMTEOAVTIKOD £VOOYEVOLG evipov KoAmaivn (calpain) [139]. To dpyio mentidlo mov
npoodopiletar Exel ekkplfel evepynTikd ®G OMOTOKO KLTTOPIKOL OTPEG Kot EYEL
wKovoTTe  onuotoddmons  péocw tov  dwpepPpavikod  ST2L. Emiong, to
avtpaotiplo #abl00563 elxe 1 OvvardoTNTO OvVOyvVOplong TNV eE@KLTTAPLOG

neployng T0v ST2 vrodoyéa (apvo&éa:19-328).

5.2.2 Merpnoeig Tng HMGB1 kai Tou SRAGE

H pétpnon tov emmédov HMGB1 kot SRAGE mpaypatomomnke pe
Sandwich ELISA (#ST51011, IBL International, Germany kot #ab100632 Abcam,
UK, avtiotorgo) ocOppove pe tig odnyiec tov katackevaoty. To g0pog aviyvevong
ywo. tTqav HMGB1 ftav: 2,5 ng/mL - 80 ng/mL ko ywa tov SRAGE: 2,06 pg/mL - 1500
pg/mL. To 6pio aviyvevong (LOD) frtav 2,51 ng/mL ywo tqv HMGB1 «at 83,63
pg/mL yw tov SRAGE. Zuykevipdoelg aviyvedolune npmteiving ioeg | KpOTEPES
a6 to LOD, xataypdonoav g un aviyvedGIUES KOl Y10, TY] OTOTIGTIKY AVAALGY TOV
OTOTEAECUATOV OVTA T, SelypoTa CUUTEPIANEON GOV 0T HEAETN HOG ME TIESG {0EC e
o LOD. Kd&0g deiypo avardonke €ig dumdovv. Katd ™ pétpnon tov SRAGE, cta
delypoto pe TIHéEG HeyaAdTEPES Omd TN HEYIOTN YPOUUKT amOKplon (maximum linear
response), TPayUATOTOMmMONKAV KATAAANAES ApOLOCELS Kol avaAvONKay ek VEOV.

A&iler va avaeepBel ocbppwva pe mAnpogopieg mov  mopelyav ot
KOTOOKEVOOTEG OTL To avtwdpaotipro #ST51011, avayvopilel e&icov ™v TANPOC
avnyuévn (all thiol) HMGB1 6co kot v Stoovieidikn popery g (disulfide
HMGB1). O d&wAvtdog vmodoyéac SRAGE mov  mpoodiopileton  pe 10
YPNCLOTOIOVUEVO OVTIOPACTHPLO TTEPLEYEL 3 TTEPLOYES AVOGOCPULPIVNG (Lo TEPLoYN
tomov V kot dvo meployéc tomov C, popeng) kat givar tomov eSRAGE exkpvopevng

Hop@1|G (Ttpoidv eVOALOKTIKOD HOTICUATOC).
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5.3 Zuoxértion emmédwy IL-33, sST2 ka1t HMGBA1,
SRAGE pg Ta dnpoypa@IKad XOPAKTNPIOTIKA TOU

OEiyMATOG KaI T XAPAKTNPIOTIKA TwV Y

Mo v enitevén Tov otoyov 2,3, ta enineda tov IL-33, sSST2 kwor HMGBI,
sRAGE ovoyetiomkay pe 1o ONUOYPOOIKE YOPOKTNPIOTIKE Tov TANOBLGHOD TNg
peAétng (evio, nAkia), o Broymuikd yopaxtpiotikd tov YY Pdon tov kpumpiov
tov Light (yAvkoln, LDH, olikd Aevkodpota, eninedo Agvkopativng) [603] kot tov
amOAVTO apPlBUd TOV OAK®OV KLTTAP®V KOl TV KLTTOPIKAOV LTOTANOLGUOV TOV

peietovpevov Y.

5.4 In vitro AoKIpaoigg

Y116 in Vvitro doxuacieg ypnotporomdniay 6o detypato and kabe tono YX.
Ta detypoto mov emdéybnoav Mtav ovtd 7OV &iyov TV VYNAOTEPN KOl TN
younAotepn ovykévipmon IL-33 kot HMGBI1 avtictoyo amd kébe toHmo YX
(avodTEePN KOl KOTOTEPN T o€ oyéon pe TN dwdpeon twn). o ) perlém tov
KUTTOPIKOV QALVOTOHTOV YPTCLULOTOMONKE KVTTOPIKN GEPA Koo 0wV pLecodnilakmv

Kuttdpov MeT-5A.
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5.4.1 Aokipacia Kuttapikng TPooKOAAnong (Cell

adhesion assay)

[Na ™ dokipacio KLTTOPIKNG TPOSKOAANGNG YpNopomomdnkay KoTTOp
MeT-5A mov kaAlepynnkav oe Opentikd vikd RPMI (Roswell Park Memorial
Institute medium) (10% FBS, 1% L-glutamine kot 1% penicillin - streptomycin) ka1
mhdkec 48 Pobpiwv mov eiyav mpoemkorAlveOel pe Puumpovektivy TAAGHOTOS BOOG
(FN, 50ug/ml; #341631, Calbiochem, USA). Zvyypovicuéva MeT-5A kbttapa (ue
amootépnon opolh Yoo 24 ®dpec), Quyokeviprinkav Kol emovadtoAvdnkav ot
delypata vrel@KOTIKOV VYpOV Kol TomobemnOnkav oty mAdko tov 48 Bobpiov
(12.5x10° ottapo/mL vrelomkotikon vypov/Bobpio). Ta koTTapo Tapéuewvay Yo 90
Aentd oe KAiBavo enmdaong 37° C, 5% CO2, ®ote va TpocKoAA 000V GTO DITOGTPMLOL
TV TAoKOV. H dokipacio kuTtaptkng TpookOAANGNG TEPLATIOTNKE LUE ATOUAKPVVOT)
(Léo® avappOENoNG) TV LIECOKOTIKOV VYPOV Kol aKolovOncav 3 ekmAVcelg pe
puOuiotikd  dwilvpa  eooceopikov dAatog PBS (Phosphate Buffered Saline),
povyonoinon pe dtivpa 4% mapapoprardetiong kot ypaoon pe 0.5% kpvotaiiikd
wdeg vy 10 Aemtd. Ta Pobpla apovd mAOOMKav pe tpeyoduevo vepd Ppoong,
otéyvocov o Beppokpacio dopatiov Kot 0KOAOVONGCE OTOYPOUATIGHOS TOVG LE
xpon 10% o&ucol o&oc. Telkd £ywve pérpnon g ontikng mukvotntog (OD) tov
dtAvpatog mov wpoékvye oe kbbe Pobpio oe pacpatopmtopetpo ota 570 nm. Ta
nepdpato enavoAnednoov tpelg eopés. [HapdAinia mpd g dadikaciog Tov
ATOYPOUATICUOD EANOONGAV LUIKPOPOTOYPOAPIEG TOV KEXPOOUEVOV LE KPLOTUAMKO
10OEg KLTTAP®V TPOG €EETAGT TNG HOPPOAOYIOG TOVG GE OVAGTPOPO HIKPOGKOTLO
(Nikon Eclipse TS100) cto omoio &iye evoopatwbdei kapepa (Leica Application Suite

Version 3.4.0). H pkpookomiky| amewkovion ywve pe ypnon LAS V3 Aoyiopkov. Zav
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nepdpata avagopds ypnowonomdnkav kottapa MeT-5A mov enmwdotnkov pe to

OpentiKd VAKO OV TPOoUVaPEPONKE.

5.4.2 Aokipacia erouAwong TTAnyng (wound healing

assay, scratch assay)

Mo ™ Jdokipocio KLTTOPIKNG  HETOVACTELONG  (EMOVA®ONG  TANYNG)
ypnotpomogdnkay kottapo MeT-5A (1.5x10° kottapa/mL) mov koAepyrnkay oe
Opentiko vikd RPMI (Roswell Park Memorial Institute medium) (10% FBS, 1% L-
glutamine xouw 1% penicillin - streptomycin) ce midkec 48 Pobpiwv mov &iyav
npoemikaA el pe Quumpovektivn mAdopotog Poog (FN, 50ug/ml; #341631,
Calbiochem, USA). Ta kdttapa koAlepyndnkov péypt vo. GYNUOTIOTEL pioe TANPNG
povooTifdoa Kat Emetta cuYypovioTnKay (e amooTtépnorn opoL Yia 24 mpeg). 'Enctta,
pe 1o akpo evog poyyxovg 20ul, dnpovpynbnke pia acvvéyelo 1 oAMag pio Texvn
minyn (wound) omn pOvooTIPAdO TOV KLTTAPMOV KOTA UNKOS TNG EMPAVELNS TNG
KaAMEpyelog. Aparpédnke to vepkeievo Opentikd LAIKO Kot akolovOnce Ao Le
dwwhvpae PBS  ®ote va amopoaxpuovBodv to KOTTOPO 7OV Eiyov  amokoAANOel.
[Tpootébnkov ta vrelwrotikd vypd TV acBevov oe kdbBe Pobpio kot eEAnedn pio
eotoypaeio and kabe Pobpio (Ag) pe avaoctpopo pkpookomo (Nikon Eclipse
TS100) oto omnoio eiye evompotmbei kapepa (Leica Application Suite Version 3.4.0).
H pkpookomukn aneikdvion €ywve pe ypion LAS V3 Aoyiopikov. Aeov eanednocav
QoToYpapiec amd Ola ta Bobpia, n mAdka petapépnke otov KAPavo Kot EmmAcTNKE
v 8 dpec. Ev cvuveyeia eAnebn ek véov pia potoypagio oto id10 akpipmg onueio
(Ag). H petaviotevon a&loloyndnke ypnowonoimvtag tov Tomo:(Ag — Ag) / Ao yia
TovV vmoAoyloud tov odeiktn petavaoctevong (Migration Index, MI). To Ao

AVTITPOSMOTEVEL TO EUPAOO TNG TEPLOYNG TOL TPOVUOTOS 6TO Xpovo 0 Kot to Ag
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AVTITPOCMOTEVEL TNV avTioToyn mePLoyn otig 8 mpec. Ta mepdpata emovoinedncav
TPEIG POPEC. ZavV TEPAUOTO OvaPopag ypnotpomomonkoy kottapo MeT-5A mov

EMMACTNKOV LE TO OPEMTIKO LAKO TOV TPOAVUPEPONKE.

5.4.3 ASI0AOYNoN OXNMATIOMOU KUTTAPIKWYV

o@aipoeldwyv (Sphere formation assay)

Yvyypoviopéva  kottapo MeT-5A  kodiepynOnkav pe ™ péBodo g
Kkpepdpevns otaydvos o€ 25 ub vrelwrotikov vypov acbevov (50 kbttapa/25ul) Yo
48 mpeg [604]. To pepovouéve cEOIPOELDN TOV TPOEKLYOV GOTOYPAPNONKOV e
avaoctpopo kpockomiov (Leica Application Suite Version 3.4.0) oto omoio &iye
evoouatmdel kdupepa (Leica Application Suite Version 3.4.0). H pixpookomikn
ancikdvion €ywe pe ypion LAS V3 doyiopikod. A&oioynbnke m kavotnto
OYNUOTICUOD GEAIPOEWOV Kol pHeTpnOnke m mepipetpoc avtdv. To mepdpota
EMOVOANQONGOV TPELS POPES. LoV TEPAUOTO OVOPOPES ypnolponTomonkay KotTapa

MeT-5A nov enwdoray pe 10 Opentikd VAIKO Tov TpoovapEpOnKe.
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5.5 In vitro MEAETN KUTTOPIKWV QPAIVOTUTTWYV ME

xpnon avaocuvouvaouévwy IL-33 kat HMGB1

5.5.1 In vitro MEAETN KUTTAPIKWY @AIVOTUTTWV ME

Xprnon avacuvduaouévng IL-33

Mo v in Vitro pekétm KLTTOPIKOV  QOWVOTOT®OV  YPNCIUOTOmOnKe
avacvvovacpévn (recombinant) 1L-33 (#095760, R&D Systems, Minneapolis).
MeletOnke 1 KLTTOPIKN TPOCKOAANGN Kol LETAVAGTELGT KAAONO®V HeGOOMALOKOY
kuttdpov  MeT-5A. Tw 10 7EPpauote  TPOGKOAANONG PN OLLOTOU|COUE
OLYKEVTPMOELS avacuvovaouévng IL-33 mov kvuaivovrav amd 2,5-10 pg/mL xon 1-
100 ng/mL ocbuewva pe ta vadpyovra Pirloypapikd dedopéva [300, 605]. Kabe
neipapo €iye 8 emavainyelg (replicates) ko extedéotnke 6v0 @opés. o ta
TEPAUOTA KUTTOPIKNG UETAVAGTELGNG YPNCLOTOW|GAUE GLYKEVTIPOGELS 2,5, 5, 7,5
kot 10 pg/mL xabdg ko 1, 10 ko 100 ng/mL avacvvovaouévng IL-33. Kdabe neipapa

elye 6 N 8 EMAVOANYELS KOl EKTEAECTNKE OVLO POPEGS.

5.5.2. In vitro MEAETN KUTTAPIKWY @AIVOTUTTWV ME
Xpnon avacuvduaopuévng HVGB1
Mo v in Vitro pekétm KLTTOPIKOV — QOWVOTOT®OV (PN CLOTomOnKe

avacvvovacpévn (recombinant) HMGB1 (#P09429, R&D Systems, Minneapolis) kot

HEAETNOMNKE M KLTTAPIKY] TPOCKOAANGT, HETOVAGTEVGT KO KAVOTNTO GYNLOTIGHLOV
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KUTTOPIK®OV COOIPOEWOMV G KOAONON KLTTOPIKN GEPE HEGOOMALOK®OV KVLTTAP®V
MeT-5A. Tw ta mepdpota pe avacvvovacpévy HMGBI, ypnoonomoayie
ovykevipooelg 1 émg 250 ng/mL (1, 10, 50, 100, 200 kot 250 ng/mL) copupova pe ™
Biproypapia [606]. Kabe meipopa gixe 6 f 8 emavolnyelg Kot eKTEAEGTNKE VO MG

TEGGEPLS POPEC.

5.6 ZTATIOTIKNA £TTECEPYATIA

Ot mocotikés petafAntés mapovstalovial ™G HESN TIUNETLTIKY OomdKAIoN
(SD) evd ot molotikég mg ovyvotnto (mocootd). Ta dedopéva avaidOnkav e
unpaired t-test 1 pe povodpoun doxun TolhamAdv cvykpicewv One-way ANOVA
Kot axoAovOn Tukey post hoc analysis. H ¢dppovia tov Spearman ypnoionomnke
Y. avdivon g ovoyétiong petald TV mocoTK®V petafAntov. Emiong,
ypnowonomdnkav émov amorteito o €heyyog Fisher's Exact kot o pun mopapeTpicoc
Kruskal-Wallis é\eyyog. Ty p<0,05 Oswphnke oTaTIoTIKA OMUOVTIKY. AvVAAvon
TOV  KOUTOA®Y  AElToupyKod  yopaktnpiotikov déktn (Receiver Operating
Characteristic curves, ROC analysis) odievepynfnke o0mov ypeldotmke GGTE v

YOPOKTNPIOTEL N Sl yveoTIKN aKpifelo TV vto HEAETN PLOdEIKTAOV.
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KEDAAAIO 6: AtroTeAéopaTta

6.1 Emimeda tng IL-33 ka1 Tou di1aAutoU utrodoxéa
sST2 o¢ OLOPWHMATIKEG, KOKOROEIg Kal

TTOPOATTVEUMOVIKEG Y

Agv VPOV CTOTIOTIKA CNUOVTIKEG JPOPES ot cvykévipmon g IL-33
neta&d tov dudpopatikedv (3,52+2,94 pg/mL), tov kokonbwv (4,07+2,14 pg/mL) )
Kot TV Topamvebpovikov Y (3,12+1,89 pg/mL) (Ewéva 22A).

[Mopopoimg dev VINPYOV GTATICTIKA CNUAVTIKEG OLOPOPES GTO EMIMESA TOL
SST2 peta&d tov dudpopatikdv (3044+3390 pg/mL), tov kakonfov Y (2132+2837

pg/mL) kot TV mapamvevpovikov (2538+3215 pg/mL) Y (Ewova 22B).
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Ewkova 22.
A. Entineda ¢ IL-33 o SUSPWHATIKEG, KAKONOELG KAL TIAPATIVEUOVIKEG Y. B. Emineda tou
SLahutol untodoyxéa sST2 og SUSPWHATIKEG, KAKONBELG KOl TTAPATIVEULOVIKEG YZ.

@ Artetkoviletan n péon tun + turtikn anokAwon (SD) * Kruskal-Wallis

Suvrouoypaeiss: Y2, YnelwkotikéG ouldoyég; MPE, Malignant pleural effusions, kakonSeig
Y3, PPE, Parapneumonic pleural effusions, mapoanveuuovikég Y2; TrPE, Transudative pleural

effusions, Subdpwuartikec Y2; Transudates, Audpwuata; Exudates, E&iSpwuata

6.2 Emritreda Tng HMGB1 ka1 Tou diaAuTou utrodoxéa
SRAGE og d110pWHATIKEG, KOKOROBEIG KAl

TTOPOATTVEUMOVIKEG YZ

Ta enineda tng HMGBI1 ftav onpovtikd xopmAdtepa otic Sudpopotikés Y
(3,99+£1,42 ng/mL) oe oOykpion pe tig kaxkonbeig (58,0£70,8 ng/mL) woaum
nopanvevpovikée Y (34,79431,28 ng/mL) (Ewkova 23A). Eivar evdagépov 0Tt ta
enineda HMGB1 pmopovv va 610popomot|couy omoTeEAEGLATIKG TO SUSPOUOTO 0md
ta e&papata (3,99+£1,42 ng/mL évavtt 46,41+59,92 avtictoya, p<0,001) (Ewkéva

23B). H avdivon ROC aviyvevoe o6tt n wy HMGB1: 7,48 ng/mL, givar onpovtikd
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evaicOnt (100%) oe enimedo eWdwoOT™TOC 85% e eUPaddV mepLoyng Katw omd TNV

kapumoAn (Area Under Curve, AUC): 0,959 ywo ) 014Kpion TV SUSPOUATIKGOV OO

115 e&popatikés Y (Ewéva 23I0).
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Ewova 23. A. Entineda tng HMGB1 og SUSpWUOTIKES, KAKONOELSG KoL TTAPATIVEUOVIKEG Y2, B.
Enineda tng HMGB1 otig SuSpwHATIKEG KAl 0TO OUVOAO TwV ELOpWHATIKWVY (KakonBwv Kal
napanveupovikwy) YZ. I. Avahuon ROC yia tn Stayvwotikr aéio tng HMGBI.

@ Artetkoviletat n puéon tunFtumniky andékAton (SD) *Kruskal-Wallis (A) kot Students t test (B)
**%1n<0.001

Suvrouoypaewieg: AUC, Area Under Curve, euBadov meploxng KATW amo TNV KOUMUAN;
Exudates, Eéibpwuara; MPE, Malignant pleural effusions, kakontewc YZ; PPE,
Parapneumonic pleural effusions, napanvevuovikeéc Y; Sens, Evaitodnoia,; Spec, Eldikotnta;
Transudates, Aubpwuara; TrPE, Transudative pleural effusions, Subpwuoatikéc Y5; VZ,

Yre{wkotike¢ oUAAOYEC

Avtiotpoen xoatevOvvon mopatnpnOnke yia to emineda TOL  SOAVLTOV
vrnodoyéo SsRAGE, kabhg ¢@dvnke moOc 1 GLYKEVIPOON TOL NTOV CNUOVTIKA
vynAdTtePN oTIc duwdpopatikés YX (2146,58+898,83 pg/mL) ovykpitikd pe TG
kaxonOewg (1167,64+770,02 pg/mL) kovn mapamvevpovikés YX (812,42+637,42
pg/mL) (Ewéva 24A). Eivow evdiapépov 0t ta enineda SRAGE ftav onuoviikd
VYNAGTEPO OTO.  OUOPOUATO CLYKPITIKGL HE TO OOVOAO TV  e10pOUATOV

(2146,58+898,83 pg/mL évavtt 990,03+£715,85 pg/mL avtiotoiywg, p<0,001)
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(Ewova 24B). MdaAiota, amd v avaivon ROC 1o enineda tov SRAGE @davnke o1t
UTTOPOVV VO S10POPOTOL GOV ATOTELECUATIKA TO, SUdpOUOTO amd TO EELOPDUATA, LE
mv Ty 1215,72 pg/mL, va eivor onuavtikd evaicOnmm (100%) oe eminedo
eotag 77% kat pe euPaddv meproyng katw amd v kopmoin AUC: 0.882 yua

ddxpion Tov dudpouatik®v amrod tig e&popatikéc Y (Ewova 24T).
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Ewkova 24. A. Entineda tou sSRAGE g SUSPWHATIKEG, KAKONBELC KOl TIAPATIVEUOVIKEG Y2 . B.
JUyKplon Twv eninedwv tou SRAGE oTI SUSPpWHATIKEG Kal eEldpwuatikég Y. . Avaiuon
ROC yia ™ Stayvwotikn aéio tou sRAGE.

@ Antetkoviletat n uéon tun * tumikr anokAwon (SD)*  Kruskal-Wallis (A) ko Students t test

(B). *p<0.05 ***p<0.001

Suvroypaeies: AUC, Area Under Curve, euBadov meploxng KATW Omo TNV KOUTMUAN;
Exudates, céibpwuara; MPE, Malignant pleural effusions, «kakondeic Y2, PPE,
Parapneumonic pleural effusions, mapanvevuovikeég Y5; Sens, Evaitodnaoia,; Spec, Eidikotnta;
Transudates, Aubpwuara; TrPE, Transudative pleural effusions, Subpwuatikéc Y2, YZ,

Yrelwkotikég oUAAOYES

Téhog,6t0 chvoro TV Y damotdbnke 6t ta eninedo HMGB1 oyetiCovtav

apvntika pe to eninedo SRAGE (r =-0.399, p=0.043) (Ewova 25).

Ewkova 25. ApvnTikr cuoxetion emunédwv HMGBI kat sRAGE oto cuvolo twv YI.

Suvrouoypaiss: p, SUVTEAEOTI G CUCXETTIONC Spearman
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6.3 Zuoxérion Tng IL-33 kai TOU sST2 e TO

ONUOYPAPIKA XOPAKTNPIOTIKA TOU OEIYHATOG

Agv mopatnpnOnKoy GTATIGTIKG ONUAVTIKES SOPOPES UETAED TV EMTEOWV
¢ IL-33 1 tov SST2 oe oyéon pe v NAkio 1 T0 VA0 TOV 0cOevOV TOL

ocvppeteiyov otn perétn (p> 0.005).

6.4 2uoxérion tng HMGB1 kai tou sRAGE peg TO

ONUOYPAPIKA XOPAKTNPIOTIKA TOU OEIYHATOG

Evdwpépov mapovsialel to yeyovog o6t mapatnphidnke po eEaptopevn ond
v nlkia dtapoporoinon tov emmédwv HMGB1 kat SRAGE ot0 chvoro tov Y.
[T avaAvtikd, ot acBeveic aGvom TV 65 €TV elyov oNUOVTIKG YopnAdTEPO EMimEd
HMGBI1 «ot onuavtikd vymidtepa SRAGE erineda oe ovykpion pe tovg acbeveig
nikiog pkpotepng twv 65 etov (Ewkova 26A, 26B, avtictolya). [lepaitépm avaivon
VTOOUAS®V OVAAOYA LE TOV TOTO NG YX, OmOKAAVYE OTL 1] NAIKLOKY] S10(pOPOTOoN
tov emnédov HMGB1 agopodoe povo tovg acbevelg pe mopamveLpoviKes YX
(p=0,03) (Ewéva 26I'). Eve o6cov agopd to emimedoa SRAGE, mniwioxm
drpopomoinon mapatnpOnKe Yoo 10 GHVOAO TV EOPMUATIKOV Y (Kokondeig Kot
nopanveLovikés YY) (Ewkova 26A).

Aev mapatnphnkoav onuoviikég dapopés tov eminedov tov HMGB1 kot

SRAGE o¢ oyéon pe 1o pvro (p>0.05).
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Ewova 26. A. JuoxEtion twv emumédwv HMGB1 pe tnv nAwia. B. JuoxEtion twv emumédwy
SRAGE pe tnv nAwia. . Zuoxétion twv emumédwv HMGB1 pe tnv nAwkia, avaloya pe tov
TUTO TNG Y2. A. JuoxETon Twv emunédwv sSRAGE pe tnv nAikia, avdAoya pe tov TUmo tng Y2.

* Students t test *p<0.05 ** p<0.01

Zuvrouoypaeiss: MPE, Malignant pleural effusions, xakondeiwc Y5; PPE, Parapneumonic
pleural effusions, mapanvevuovikég Y2; TrPE, Ttransudative pleural effusions, dSubpwuatikég

Y; YZ, Yne{wkotikéc cUAAOYES

135

Institutional Repository - Library & Information Centre - University of Thessaly
18/05/2024 15:47:16 EEST - 3.147.193.245



6.5 Zuoyxétion Tng IL-33 kail Tou sST2 pe Tta BlroxnUIKAa

KO KUTTOPOAOYIKA XOPOKTNPIOTIKA TwV YZ.

H ovykévipwon g IL-33 cvoyetiomke Betikd pe v LDH tov YY (r=0,71,
p=0,008) otig dudpmpatikés Y (Ewova 27A), evo otig kakon el YZ cvoyetiotnke
Betikd pe tov apdud tov epvbpdv apoceapiov (RBC) tov YY (r=0,66, p=0,024)
(Ewkova 27B). Z1ic dudpopotikés Y emiong, ta enineda tov sST2 cvoyetiotnkav

Betikd pe tov apdud tov Aeppokvttapov tov YY (r=0,64, p=0,017) (Ewéve 27T).
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Ewkova 27. A. OcTikr) cuoxEtion emumédwy IL-33 pe tnv LDH tou unelwkotikol uypou
oTIG SuSpwpaTIkEC YI. B. Octikr) cuoxétion emumedwy IL-33 pe tov aplBuod epubpwv
awpoodatpiwv Tou UTEWKOTIKOU LYPOU OTLS KakonBels YI. I. O€TIK CUCXETLON TWV
ETUMESWVY SST2 HE TO OplOUO AeUPOKUTTAPWY TOU UTEIWKOTIKOU UYpoU OTLG
SUSPWHATIKEG V2.

*Pearson's Correlation

Zuvrouoypapics: YY, Ynelwkotikd uypd;, P, ZUVTEAEOTHG OUCXETIong Speraman; Y&,

Yrie{wkotikéc ouAdoyec; RBC, Epudpad atuoopaipta

6.6 Zuoyxétion tng HMGB1 ka1 tou sRAGE pe Ta

BloXNMIKA KAl KUTTOPOAOYIKA XOPAKTNPIOTIKA TwV Y.

Ocov agpopd T1g kakondeig Y, ta enineda tng HMGBI1 cvoyetiotray Oetikd
ue Tov andAvTo apud tov Aepgokvttdpwv tov YY (r=0,73, p<0,001) (Euova 28A)
Kol Tov amodAvto apliud tev epubpdv aoocpatpiov tov YY (r=0,75, p<0,001)
(Ewova 28B). Ocov agopd tov SRAGE dev aviyvedbnke kapio cvoyétion peta&d
TOV EMTEODV TOL KOl TOV PBOYNUK®OV Kol KUTTOPOAOYIKAOV YOPUKTNPIGTIKMOV TOV

YY, otig kaxonbeg Y. Opoiwg, 0T1G TOPATVEVHOVIKES Kol SUOPOUATIKES Y, Ogv
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aviyvevdnke kopio cvoyétion petasy tov emmédov HMGBI1 kot SRAGE pe 1o

Broynpkd Kot KuTTapoAOYIKA XUPOKTNPLOTIKA TV Y.

Ewkova 28. A. Ottiky cuoxétion emumedwv HMGB1 pe tov aplOuo Aepdokuttdpwy

TOU UTE{WKOTLKOU UYpOU OTLG KakonBeLg Y2.

B. Octikr) ouoyétion emunédwv HMGB1 pe tov aplBud epubpwv atpoodatlpiwv tou

UTE{WKOTIKOU UYPOU OTLC KakonBeLg Y,

Suvrouoypapiss: YY, YmelwkoTiko uypo;, P, JUVTEAEOTNG OUCYETIONG Spearman; Y&,

Yre{wkotikéG oUAAOYEC;
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6.7 In vitro emdpACEIS TWV XAUNAWV Kol UPnAwv
OUYKEVTPWOEeWYV IL-33 oTnV KUTTAPIKAR HOop@POoAoyia Kal

KUTTAPIKN TTPOOKOAANCH TWV KUTTApwWYV MeT-5A.

21 ouvéyela TG HEAETNG, emAEyONcav ta delypata and kabe Tomo Y pe to
vynAdtepa Kat yapunAotepa eninedn IL-33 (mavo Kot kKatw omd T Stapeon Tiun 6mmg
opiotnkav and 1i¢ petpnoelc pe ELISA) dote va pedetndet in vitro n enidpaon tov
SLPOPETIK®Y  ovykevipdoewv ¢ IL-33 oe Kuttopikovg @oawvotdimovs. Apyikd
peremnOnke n emidpoon TV SPOPETIK®OV cvykevipmoewv IL-33 omv Kuttopikn
npookOAANon  MeT-5A  pecoOniokng kvttapwkng oepdc.  [Hoapammpndnkov
SLLPOPOTONGELS OTI LOPPOAOYIN TOV KLTTAPM®V.

2T Suwdpopatikés YX M vynAn Kot yopnAn ovykévipoon IL-33 dev
oonNynoav Ge dPopEG ot LopPoAoyia Towv MeT-5A KuTtdpwv CLYKPITIKG pE TNV
oudda eléyyov (control), n poper tov kuttdpmv mapéueve moAvyoviky (Euova 29
Aii, 28 Aiii). Eniong dev mopatnprinke 610popd TNV KLTTOPIKH TPOGKOAANON
HETOED TOV SEYHATOV pe TV VYN Kot younAn ovykévipmon IL-33 (p>0,05)
(Ewkoéva 29B).

Y11 kokonBelg Y, 1o delypo pe vynin ovykévipwon IL-33 odnynoe oe
ONUOVTIKA VYNAOTEPT TPOCKOAANON TV KOTTOP®V MeT-5A cuykpitikd pe to detypo
ue younAd emineda 1L-33 (Ewéve 29T), eved vanpée d10popomomon o¢ mpog
Hop@oroyioe tTwv Kuttdpwv 6mov Nrtav otpoyyvAdpopea (Ewkéva 29 Aiv, 29Av
(0.16+0.02 vs 0,03+0,01, p<0,001). E€opetikd evolapépov eivar 6Tt 6T0 deiypo pe
YounAn ovykévipwon IL-33 dev mpookKoAAn KOV To KOTTAPO.

2V TEPITOON TOV TOPATVELLOVIKOV GLALOYDV, T KOTTopa MeT-5A mov

emodotrov pe YY yoapunAng ovykévipoong IL-33 mpookoAAnnkov onpovtikd
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TEPIOCOTEPO GE GVUYKPIOT UE OVTA OV enmAotnKov pe YY LYNANG GUYKEVIP®ONG
IL-33, evdd ftov otpoyyvAdpopea kKot otig dvo mepintdocelg (0,08+0,01 évavti

0,04+0,01, p<0,01) (Exxéva 29Avi, 29Avii kot 29A).

Ewova 29. A. MikpodwTtoypadieg otig omoieg amelkoviletal n popdoloyia twv MeT-5A

MECOONALOKWY KUTTAPWY KATA TNV KUTTAPLKA TIPOOKOAAnon otoug Slddopoug TUTOUG
unelwkotikwv cuMoywv (YZ) pe xpnon xaunAwv kat vPnAwv ouykevipwoewv IL-33
avtiotouya. i) Kuttaptkn mpookoAAnon oe deiypa Kuttaplkol mAnBuopol eAéyxou (control).
vdnAn cuykévtpwon (TrPE High) IL-33. Aev mapatnpnBnkav tadopég otnv pookoAAnon f
™ Hopdoloyla Twv KUTTAPpWV. iv, V). ITIG KakonBelg Y, oto delypa pe XOUNAN CUYKEVIWGON
IL-33 (MPE Low) 8ev amelkovioBnkav KUTtopa o€ cUyKpLon e To deiypa pe unAa emnineda
IL-33 (MPE High) oto omoio amewkovioBnkav otpoyyuAopopda Kuttopa. vi, vii) ITig
TIAPATIVEULOVIKEG Y, oto Selypa pe udnAn ouykévipwon IL-33 (PPE High) mapatnpeital
UEVAAUTEPOG aPLBUOC TOAUYWVIKWY KUTTAPWY O OUYKPLONn UE To Oelypa HE XapnAd

enineda IL-33 (PPE Low).
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B. AlaypAppata mou amelkovi{ouv TV KUTTOpLKA TPooKOAANon o KaBe TUMo YI ue xprnon
Selypatwyv xapnAng kat vPnAng ouykévipwong IL-33. Asv mapatnpnbnke dadopd otnv
KUTTOPLKN TIPOOKOAANGN HETAEU Twv Selypdtwyv pe vPnAd i xapnAa emnineda IL-33 oTig
SUSPWHATIKEG YI.

. Itc kakonBelg YI, to Oelypa pe YounAn ouykévtpwon IL-33 £6elfe pewwpévn
TPOOKOAANoN Kuttdpwv MeT-5A og gUykplon pe to deiypa pe uPnAn cuykévipwon IL-33.

A. ST mopanveupovikeG YI, to Seiypa pe vPnAn ouykévipwon IL-33 £86elfe pelwpévn
PookOAAnon MeT-5A KuTtdpwv o€ gUYKPLoN HE TO Selypa pe xaunArn ocuykévtpwon IL-33.
(ApBuoc mepapdtwy: 3; AplBuoc smovalnPewv yla kdBe ouykévtpwon 1L-33: 8).
®Student's t-test *p<0.05, **p<0.001

6.8 In vitro emdpdoeig Twv XApNNAWV KAl UYnAwv
ouykevTpwoewv HMGB1 otnv KUTTapIK pop@oAoyia

KOl KUTTOPIKA TTPOOKOAANCN TWV KUTTApWwV MeT-5A.

Yrc owdpoupatikés YX, to Ostypo pe vymAn ovykévipoon HMGBI
TAPOLGIOCE UEYOADTEPT] TPOCKOAANCT] KLTTAP®V GE GUYKPION HE TO Oelypo pe
yopunAotepn ovykévipoon HMGBI (0,096+0,017 évavtt 0,078+0,012 avrtictoya, p
<0,00,1) (Ewxoéva 30A). TTapopoing, otny mepintmon tov Kokonbov Y, ta koTtTopa
nov extédniav o€ YY pe vynAn ocvykévipoon HMGBI1 npookoAinOnioy onpovtikd
TEPLOCOTEPO GE CLYKPLON Ue avTA oV eKTEOMKaV o YY pe yapnAn cuykévipmon
HMGB1 (0,087+0,022 évavtt 0,038+0,029 avtictoiymg, p <0,05) (Ewéva 30B).
Ocov agopd 11 mapoamvevpovikés Y, o MeT-5A kdttapa mov enwdcOnkay pe YY
pe vynAn ovykévipmwonn HMGBI1 mpookoAAnOnkoav onuoviikd mePooOTEPO GE
ovykpion pe to. MeT-5A kuttapa mov enmdcOHnKov pe YOUNAN GLYKEVIP®GON

HMGBI1 (0.15040.047 évavtt 0.0724+0.048 avtictoyya , p <0.05) (Ewkéva 30T).
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Ewova 30. Alaypdppato ToU Amelkovilouv TNV KUTTApLKr TPookOAAnon oe kaBe tumo
unelwkotik cUAoyNC (YZ) pe xprion Selypatwy xapnAng kat unAng ocuykéviwong HMBG1.
A. I Sudpwpatikeg Y2, to Seiypa pe vPnAn cuykévipwon HMGB1 (TrPE Low) mapouoiale
MEYOAUTEPN KUTTAPLKI TIPOCKOAANGN GUYKPLTIKA HE TO Selypa Pe XaUNAOTEPN CUYKEVTPWON
HMGB1 (TrPE High) B. Ztig kakonBeig Y2, to delypa pe upnAn cuykévipwon HMGB1 (MPE
High) £6ele peyalltepn mpookoAAnon kuttadpwv MeT-5A oe olykplon He To Selypa pE
vPnAn cuykévipwon HMGB1 (MPE Low). I. 2Ti¢ mapamveUpovikEG YI, to Selypa e uPnAn
ouykévipwon HMGB1 (PPE High) €bei&e pewwpévn mpookdAAnon MeT-5A KuTtdpwv O€
ouyKplon e to delypa pe xapnAn ouykévtpwon HMGB1 (PPE Low).

(AplBude mewpapdatwyv: 3. AplOuog  emavoAnPewv yla  KABe  OuykEVIpwon NG
avaocuvbuaopévng IL-33 oe kdBe meipapa: 8. Ta amoteAéopatra emnPefaiwbdnkav
avefdptnTa Kal ota 3 melpapata).

Student's t-test *p<0.05, **p<0.001
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6.9 In vitro emdpACEIS TWV XAMNAWV KAl uPynAwv
OUYKEVTPWOewWYV IL-33 otn petavaoTteuon Twv MeT-5A

KUTTAPWV.

Onwg ogaivetor otic Ewkoveg 30A ko 30B, otig dudpopatikés YX dgv
wapatnpiOnKay dpopéc 66OV aPopd TO OEiKTN UETOVAGTELONG OVALECO OTO
delypota pe younAn 1 vynin ovykévipwon g IL-33. Avtifeta, otic kakondeig Y,
t0 Oglypo pe vynAq ovykévipoon IL-33  eupdvice peyaAddtepn  KLTTOPIKN
HETOVAGTEVGT CLYKPITIKA UE TO Ogiypa pe younAn ovykévipwon IL-33 (0,21+0,07
évavtt 0,02+0,02, p=0,009) (Ewéva 31T kar 31A). Avtifeta, oty mepintwon Tomv
TOPATVELHOVIK®OV YZ, 10 Oelypo pe yopnAn ovykévipwon IL-33, moapovcioce
ONUOVTIKA DYNAOTEPN KVTTAPIKY UETAVAGTELOT] CUYKPITIKA HE TO Oeliyla e LYNMAN

ovykévipoon IL-33 (0,22+0,01 évavtt 0,01+0,02, p<0,001) (Ewkéva 31E, 317Z).
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Ewova 31. Mpodwrtoypadie¢ mou amewkovilouv T HETAVACTEUCH KuTtapwv (M,
Migration Index) MeT-5A katd tnv enoVAwon Tpavpatog ota Slddopa delypata YZ kot
olyKkplon Tou Oelktn peTavaoteuong MeTafld Twv OSEyUATWY HE XapNnAn kat ugnAn
ouykévipwon IL-33 oe kdBe tumo YI. A, B. Aev mapatnprnOnke OTATIOTIKA ONUAVILIKA
Sladopd otnVv KUTTAPLK HETAVAOoTEUOn O0cov adopd ta dsiypata Sudpwpatikwyv YI pe
vnAa n xapunAa enineda (TrPE High vs TrPE Low) IL-33. T, A. 3ti¢ kakonBelg Y2, to Seiyua
pue uPpnAn cuykévtpwon IL-33 (MPE High) 0brjynoe og peyalltepn HETAVAOTEUGN KUTTOPWY
MeT-5A ouykplTlkA pe To Selypa pe xaunAn ouykévipwon IL-33 (MPE Low). E, Z. 3tg
TIOPOTVEUMOVIKEG YZ, To Selypa pe YapnAn ouykévipwon IL-33 (PPE Low) mapouciooe
QUENUEVN LETOVAOTEUON KUTTAPWVY O€ clyKpLon He To delypa pe udnAad enineda IL-33 (PPE
High).

(AplOuoC epapdtwy: 3, AplBuog emavalnPewv oe KGOe meipapa: 8).

Student’s t-test **p<0.01, ***p<0.001
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6.10 In vitro emdpdoceig Twv XAUNAWV KAl uynAwv
ouykevipwoewv HMGB1 oTtn peTavdoTeuon TWV

KUTTApwV MeT-5A.

21ic dudpopatikés Y, 1o detypo pe vymin ovykévipoon HMGBI1 eppdvile
OTOTIOTIKA OMUOVTIKG YOUNAOTEPT] LETAVAGTELGT GE GUYKPLIOT UE TO TO OELyLO TOV
elxe younAn ovykévipoon HMGBI1 (0.303+0.060 évavtt 0.363+0.030 avtictoiya,
p<0.001) (Ewkéva 32A, 32B). Opoimg, otic kakonfeig Y oto deiypo pe vynin
ovykévipmon HMGBI1 mopatntinke younAdtepo MI oe clhykpion pe to detypa pe
younAn ovykévipoon HMGBI1 (0.258+0.037 évavtt 0.31+£0.026 avrtictorya, p<0.001)
(Ewova 32T, 32A). AvTioTpoQme, OTIC TOPATVEVUOVIKEG Y, TO deiyua pe vynin
ovykévipowon HMGB1 mopovsiole ototiotikd onuaviikd vynAotepo  Ogiktm
petavaotevong oe cvykplon pe to dstypa pe vynia enineoa HMGB1 (0.348+0.028

évavtt 0.287+0.027 p<0.001) (Ewkéva 32E, 32Z).
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Ewova 32. Mwkpodwtoypadie¢ mou amelkovilouv Tn HETAVACTEUCN Kuttdpwv (M,
Migration Index) MeT-5A kata tnv emoUAwon tpavpato¢ ota dadopa Ssiypota YI Kol
oUYKplon Tou OeilkTn HeETOVAOTEUONG METAEU Twv Oelypdtwv pe upnAnR kol YopnAn
ouykévipwon HMGB1 oe kaBe tomo YI. A, B. I1ig dudpwpatikeg YI, 1o deiypa pe vdnAn
ouykévipwon HMGB1 (TrPE High) emniyaye AlyOTeEpo TNV KUTTAPLK UETOVACTEUON
OUYKPLTIKA e To Selypa pe yapunAr ocuykévtpwon HMGB1 (TrPE Low). I, A. ITic kakonBelg
Y:, to Oeiypa pe uvdnAn ouykévtpwon HMGB1 (MPE High) oénynoe oe pelwpévn
UETAVACTEUON KUTTAPpWV MeT-5A GUYKPLTIKA UE To Seiypa pe xaunAr cuykévipwon HMGB1
(MPE Low) E, Z. 3TI1c mapamnveupoVvikéG Y2, To Seiypa pe unAn ocuykévtpwon HMGB1 (PPE
High) mapoucioaoe auénpévn LETOVAOTEUCN KUTTAPWY 0 UYKPLON e To Selypa e xaunAd
enineda HMGB1 (PPE Low). (AplBuog melpapdtwyv: 3, AplBuog emavoAnPewv oe Kabe
nelpapa: 8).

“Student's t-test **p<0.01
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6.11 In vitro emdpdoceig Twv XAUNAwWvV Kal uynAwv
OUYKEVTPWOewV HMGB1 0T0 OXNUATIONO KUTTAPIKWY

oPaIPOEIdWYV KUTTApWYV MeT-5A.

Aoonpeioto etvar 6Tt povo to delypo TOPATVELHOVIKAG YX HE LYMAN
ovykévipmwon HMGBI elye ocav omotéleocpo TOV  OYNUOTIGUO  KLTTOPIKOV
o@apoedots (Ewkdva 33Aii). MdaMota, vroroyilovtag ™ SWAUETPO NS GQAIPOG
NTAV CNUOVTIKA LELOUEVT] CLYKPITIKA LE T SIAUETPO TOV SLOUOPP®ONKE GTNV Opdda
eréyyov (64,3+13,8% évavtt 100+21,3%) (Ewéva 33B). Xtic vmolowmeg YX Oev
oynuotiomkay Kuttaptkd ogalpoedn (Ewkova 33Aiii - 33av) kot otig 3 emovaAnyelg

TOL TEPAUATOG.

Ewova 33. A. Mwkpodwrtoypadie¢ mou amewkovilouv TNV KAVOTNTA OXNUATIOUOU
KUTTAPWKWV odalpoeldwy ota Seiypata YY pe uPnAEg Katl YapnA£Eg ouykevtpwoel HMGB1
arnd Kabe tumo YI. i) IxnUATopOg kKuttoplkol odalposldol oto deiypa eAéyyou, ii)
IXNUOATIOMOC KUTTaplkoU odalposldol¢ oto Selypa mapamveupovikng Y ue udnAn
ouykévtpwaon HMGB1 (PPE High), iii) ASuvapia oxnuatiopol KUTtaplkol odapoeldouc oTo
Selyua tn¢ mapamveupovikng YZ pe xaunAn ouykévipwon HMGB1 (HMGB1 Low). iv, v)
Aduvapia oxnuatilopol kuttapkol odalpoeldols ota Selypata pe upnAnR Kol xapnAn
ouykévipwon HMGB1 kakonBwv Y. (AplOuog mepapdtwy: 3, AplOuog emavaAnPewv os

KGOe meipapa: 8).
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Student’s t-test *p<0.05
ATTIC SuSpwHaTIKEG YI mapatnpnBnke TANPNC SLOOKOPTILOUOG TwV HECOBNALOKWY

KUTTAPWV XWPLG TNV Lkavotnta AP NG avIuipooweUTIKAG HikpodwToypadiag.

6.12. In vitro emdpdaoceig Tng avacuvduaopévng IL-33
oTnv TPOOKOAANoNn Kai petavaoteuon MeT-5A

KUTTAPWV.

21 ovuvéyeln TG HEAETNG pag eAEYYONoaV 1 KLTTOPIKY TPOCKOAANOT Kot
petavaotevon tng koAonBovg Kuttapikng pecodniakng oepdg MeT-5A pe ypron
avacvvovacpévns IL-33. Agv mopatnpndnkay 6TaTioTikd oNUAVTIKEG SPOPES OGOV
aeopd TNV KLTTOPIKY TpookOAAnon (p>0,05; Ewkéva 34A) kot KLTTOPIKN
petavaotevon (p>0,05; Ewéva 34B) cuykpitikd pe v opdda eréyyov (ypnon RPMI
®G LEGOV) Y10l TIG GVYKEVIPOGELS TV 2,5, 5, 7,5 ko 10 pg/mL ¢ avacuvdvacuévng
IL-33. Opoiwg, dev mapatnpnOnKay onUOVTIKES S1APOPES OGOV APOPA TNV KUTTAPIKY|
TPOCKOAANGCY Ue  ypNon Tov  ovykevipooewv: 1, 10, 100 ng/mL g
avaovvdvacpévne IL-33 onwg eaiveton oty Ewova 34T (p>0.05 oe Oleg Tig
TEPIMTMOGELS). ZNUOVTIKO LEWWUEVOG OEIKTNG LETAVAGTEVONG TAPATPNONKE e ypNoM
TOV TOPUKAT® ovyKeEVIp®oewv avacvvovacuévne IL-33: 1 ng/mL (p<0,05), 10
ng/mL (p<0,001) xkar 100 ng/mL (p<0,001) o6mwg @aivetan otnv Eiwkéva 34A

(0,38+0,06 évavtt 0,30+0,05; 0,26+0,05 ko 0,25+0,05 avtictoiywe).
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Ewova 34. A. AlQypappa TIOU QTEIKOVI(EL TNV KUTTAPLKA TPOoKOAANnon MeT-5A
MECOBNALOKWY KUTTAPWV UE Xprion SLadOopETIKWY CUYKEVIPWOEWV avaouvbuaopuévng IL-33
(2,5, 5, 7,5, 10 pg/mL). Asv mopoatnpndnkav onuavtikég Sladopéc o6oov adopd Thv
T(POOKOAANCN TwV KUTTAPWYV MeT-5A petall tou Selypatog eAEéyXou Kal TwV SELYUATWY ToU
Bepamevtnkav Pe TIG avadpePOUEVEG CUYKEVIWOELG TNG avaouvbuaopévng IL-33. (AplBuog
TEPAUATWY: 2, AplOUOC emavaAnPewy yla KABE GUYKEVTIPpWON TNG avaouviuaopévng IL-33
ot KGOe neipaua: 8).

B. AlQypappo TIOU OTELKOVI(EL TNV KUTTOPLKN TIPOOKOAANGCN HE Xpnon HeyaAUTEpwV
OUYKEVIPpWOEWV avaouvduaopevne I1L-33 (1, 10, 100 ng/mL). Asv mapatnpridnkav
ONUAVTIKEG SLadopég 6oov adopd TNV MPOookOAANon Twv Kuttapwv MeT-5A petafy tou
Oelyuatog eAéyxou kal Twv Oelypdtwv Tou Bepameltnkav HE TIC AVOPEPOUEVES
OUYKEVTIWOELG TNG avacuvduaopévng IL-33. (AplBuog mepapdtwy: 2, AplBuog emavaAnPewy
yla KABe cuykEvTpwon TN¢ avacuvbuacopévng IL-33 os kabe neipapa: 8).

. Aldypappa TOU amelkovilel TNV KUTTOPLKA UeTavaoteuon MeT-5A pecoBnAlakwy
KUTTAPWV LE Xprion SLadopeTIKWY CUYKEVIPpWOEWV avacuvbuaopévng IL-33 (2,5, 5, 7,5, 10
pg/mL). Aev mapatnpndnkav onuaviikég Sladopég 6oov adopd TNV HETAVACTEUON TWV
KUTTApwWV MeT-5A petafd Tou Selypatog eAéyxou Kol Twv SelypdTwy ou BepamelTnKaAV UE

TG avadePOUEVEC CUYKEVIWOELS TNG ovacuviuaopévng IL-33. (AplBuog melpopdtwy: 2,
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AplBuog emavoAnPewv yla kabe ocuykévipwon tng avacuvduacuévng IL-33 oe kdbe
nelpapa: 8).

A. AlGypappo TIOU OTELKOVI(EL TNV KUTTAPLKA JeTtavacteuon MeT-5A pecobnAlokwv
KUTTAPWY HE XPNON HEYOAUTEPWY CUYKEVIPWOEWV avacuvduacpévne IL-33 (1, 10, 100
ng/mL). Ta Seiypata mou ektébnkav o UPNAGTEPEG CUYKEVIPWOELG avaouvduaopévng IL-
33: 1, 10, 100 ng/mL, mapouociocav pe S000EAPTWUEVO TPOTIO ONUOVTIKY HEiwon TG
KUTTOPLKNAG METAVAOTEUONG CUYKPLTLKA PE TNV opada eléyxou. (AplBuodc mepapdtwy: 2,
AplBuoc emavaAnPewv yla kaBe ouykévipwon tng avacuvduoopévne IL-33 oe kabe
neipapa: 8}.

“One Way ANOVA *p<0.05, ***p<0.001

6.13. In vitro emdpdocelg TNG aAvAoUuvOUAOMEVNG
HMGB1 otnv mTpookKOAANON, METAVACTEUOTN KAl OTO
OXNMATIONO KUTTAPIKWY C@AIPOEIOWY TWV KUTTAPWYV

MeT-5A.

[MapapnOnke GTOTIOTIKA CNUAVTIKY LEI®ON TNG KLTTUPIKNG TPOCKOAANONG
tov MeT-5A pecodniakdv kuttdpwv kata t xpnon 50 ng/mL avacvvoévacuivng
HMGB1 (Ewova 35A). Aev mopatnpinkay onuovTikég o10popis ooV agopa T
petavaotevon tov MeT-5A Kuttdpwv peE ¥pNoN TOV TOKIAWY CUYKEVIPMOEWMV TNG
avacvvovacpévne HMGBI (1, 10,100, 200, 250 ng/mL) 6nwg @aivetar otnv Ewkéva
35B (oe Oheg T mepurtwoelg, P>0,05). Qotdco, OGOV aPopd TN SOKIUAGIH
OYNUOTIGHOD GQAPOEW®V, Ta KOiTTapa MeT5-A mov enwdotkay pe 100 ng kot 200
ng avacvvovacuévng HMGB1  katbeepav vo Snpovpyncovv ceOpogdn Le

OTUOVTIKA younAdTEPN TEPIUETPO GLYKPITIKA pE TO detypa eléyyov (Ewkéva 35T).
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Ewova 35. A. Aldypappa TIOU QTEIKOVI(EL TNV KUTTAPLKA TPOooKOAANnon MeT-5A
MECOBNALOKWY KUTTAPWV HE XPNon OLadOopeETIKWY CUYKEVIPWOEWY OVACUVOUOOUEVNG
HMGB1 (1, 10, 50, 100, 200, 250 ng/mL). NapatnERBONKE CTATIOTIKA CNUAVTLKA Helwon TG
KUTTAPLKNG TIPOOKOAANGNG Twv MeT-5A pecobnAlakwy Kuttdpwv Kata xprnon 50 ng/mL
avaouvduaopévng HMGBI1. [AplOudc melpapdtwyv: 4; AplOuodg emavalnPewv yla kabe
OUYKEVTPpWON TG avaouvduacopévng HMGBI1 oe kaBe neipapa: 8. AnotéAeopa cuvbuaouol
Twv amoteAecpdtwv SUo mewpapdatwy (pooled data analysis), petprnOnkav cuvoAika 14
enavaAnPeLg yla kabe cuykévtpwaon avacuvduacuévng HMGB1].

B. Awdypoppo TOU armelkovilel TNV KUTTOPLKN HeTavaoteuon MeT-5A pecobnAlakwy
KUTTAPWVY UE Xpnon SladopeTKWV CUYKEVTPWOEWY avacuvbuaouévng HMGB1 (1, 10, 50,
100, 200, 250 ng/mL). Aev mopotnpAOnKav oTATIOTIKA onuavtikég Sladopég oto Seiktn
UETAVAOTEUONG YLa TIC Stadopeg cuykevipwoelg HMGBI. (AplBuodc melpapdtwy: 2; AplOuog
enavaAnPewyv yla kaBe cuykévipwon tng avacuvduaopévng HMGBI og kaBe neipapa: 8).
. Aldypappa TToU OELKOVIZEL TNV LKOWVOTNTO OXNUOTIOMOU KuTTaplkwy odalpoetdwyv MeT-
5A pecoBNAlaKWY KUTTAPpWV UE XPAON OLUPOPETIKWV OYKEVIPWOEWY AVOOUVSUACUEVNG
HMGB1. H emwaon twv kuttdpwv pe 100 ng kat 200 ng avacuvduacpévne HMGB1 (1, 10,
50, 100, 200, 250 ng/mL), 08rynoe oTo OXNUATIOUO KUTTAPLIKWY 0PALPOELSWY LIE OTOTLOTIKA
ONUOVTLKA XAUNAOTEPN TIEPIUETPO CUYKPLTIKA e TO Selypa eAéyxou. (AplOUOC TelpapdTWY:
2; AplBuog emavaAnPewv yla kabe ouykévtpwaon tng avacuvduaopévng HMGB1 oe kabe

neipapa: 8).“One Way ANOVA *p<0.05, **p<0.01
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KEDPAAAIO 7
2ulnTnon
7.1 KOpia ocuptrepaocpara

2mv mopovca dwtpiPn mpocdopicape ) cvykévipmon g IL-33 kot tov
dtoAvTob vodoyéa SST2 kabdg kat 1 cvykévipwon s HMGBI1 kot tov dtoedvtod
vrodoyxéa SRAGE oe YY acBevov pe Sudpopatikés, Kakonoeig Kot TopamveLOVIKES
YZ. Hopoampnnke 611 n cvykévipoon tov 1L-33 kot SST2 dev dapoponoteitar ota,
tpio €lon Tov YZ. A&loonpeioto edpnua tav 01t ta enineda g arapuivng HMGB1
Kot Tov OtoAvtov vrodoyéa g SRAGE pmopodv va dtaxpivouv Tig eE10pmUATIKES
amd T dudpwpotikés YX, pe cut-off tée mov yapaxtnpiloviar amd vynAn
evacOnoio ko ewdwotnta. Evolagpépov gupnua omotelel emiong n aviyvevon Hog
eCaptdpevng and v nikio dtapoporoinong tov petpoduevov Tiuov HMGBI kot
SRAGE cto YY 10v ac0evdv.

Amo ™ peAdétn ovoyeticemv mapotnpnonke 6tt n IL-33 ocvvictd mbavotata
TPOTOV KLTTOPIKNG VEKPWOONS OTIS OUOPMUATIKEG YZ Kol TPoidv opOAvoNg TmVv
gpubpokvttdpov otig kakondelg Y. Ocov agopd tov vrodoyéa SST2 mbavoloyesiton
0Tl oLVIoTA TPOIOV AMEAELOEPMONG TOV AEUPOKLTTAPOV GTIS SUSPOUOTIKEG Y,
Aapavovtag vroyy 4t o€ TapoTPNONKE Kapio ALY ONUAVTIKE CUCYETION UE GAAN
KutToptkd TANOvopd N Proynuikd deiktn tov YY. Ocov agopd v HMGBI, ot
GLYKEVIPMOOELS TNG GLGYETIGTNKAV LE TOV OOAVTO aptBUd TV £pLOPOKLTTAPOV KOt
TOV amoOAVTO 0plOud TV Aspeokvuttdpmv tov YY. IMa tov SST2 dev aviyvedbnke
GLGYETION UE KATOW0 BLoynpiko 1 KuTTapoAoyikd deiktn Tov Y'Y, 6Tovug Tpelg THmovg
Y

To emdpevo Prpa g HEAETNG MTOV VO OLEPEVVIICOVUE TNV EMIOPAOT TOV

dwpopeTik®dv  cvykevipoocewv tov IL-33 xor HMGB1 og tpeig wvtrtapucong
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QOWVOTUTIOVG Ge TEPIPAAAOV SUdPOUATOG, KAKONOOVE Kol TOPUTVELUOVIKNG Y,
ypnowonowwvtag MeT-5A kvuttapikny oepd. Zoykekpluévo oE0AOYNCOUE TNV
eMidpacn TOV LYNA®V Kol YoUnA®v cvykevipmoemv tov I1L-33 kaor HMGBI1 ano
kéOfe TOmo YZ, oOTNV KLTTOPIKN TPOCKOAANGT), HETOVACTELGN KOl IKOVOTNTO
OYNUOATICHOD KVTTOPIKAOV GPALPOEODY. ZUVOTTIKE, 660V a.popd Tig Kakon0sig YX,
10 Oglypor pe vymAn ovykévipwon IL-33 emqyoye onpovtikd TV KLTTOPIKY
TPOCKOAANGY KOl HETAVAGTELCT TV HEGOIMAOKADV KLTTAP®Y GLYKPITIKO UE TO
delypa pe ™ younin ovykévipwon IL-33. Eniong, to delypa pe vymin cuykévipmon
HMGBI1 evioyvoe onuovtikd v KOTTOPIKY TPOSKOAANGT OAAG pelmoe onpovTiKd
TNV KLTTOPIKY petavactevon twv MeT-5A kuttdpwv, cuykpitikd pe 1o delypo pe
younAn ovykévipmon HMGBL. ‘Ocov a@opd Tig mapanvevpovikés Y, to detypo pe
xounAn ovykévipwon IL-33 evioyvoe onuaviikd Tn KLTTOPIKY TPOGKOAANOT Kot
LETAVAGTEVGT CLYKPITIKA HE TO dglypa pe v vynin ovykévipoon IL-33. Evo, to
delypa pe vyminq ovykévipoon HMGBI emyoye onpovtikd 1060 TV KLTTOPIKN
TPOCKOANGN KOl PETAVAGTELST OGO Kol TNV KAvOTNTO GYNUOTIGUOD KUTTOPIK®V
o@apoedwv. Téhog, oTic Sudpopatikég YX, ta dtopopetikd enimeda g IL-33 dev
dpopoToincay TV KLTTOPIKN TPOSKOAANoN kot petavdotevon. Ocov agopd Tta
vynid emimeda g HMGB1 ovtd emyoyov tqv KLTTOPIKY TPOGKOAANGT OAAG
HeloOV TNV IKOVOTNTO KVTTOPIKNG LETOVAGTEVGTC.

Aegdopévov 6Tt TO0 eKGotote Ogiypa YX  mepiéyel mAnOmpo  emmAéov
ONUOATOSOTIKMY HOPi®V (KLTOKIWVAV, ovENTIKOV mTopayoviov K.T.A.), Osmpndnke
oKOmpo vo dtepeuvnfel €dv ol TOPATNPOVUEVEG EMOPACELS GTOVG KLTTOPLKOVGS
QovoTOTOVg  avamopdyovtor  UOVO  HE  XPNON  YVOOT®V  GUYKEVIPOGEMV
avacvovovacpévne  IL-33 11 HMGBLl. Awmoctobdnke mog m  wpocHRkn

avacvvovacpévng IL-33 oe ovykévipoon iog dveo tov 1 ng/mL emdyet v
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KUTTOPIKY peTovaotevon tov MeT-5A kuttdpov pe docoeaptdpevo Tpomo. Aev
napoTnpNOnKe eMidPAOT TOV SUPOPETIKAOV GUYKEVIPAOGEDV TNG OVOGVVOIVAGUEVNG
IL-33 otmv kvttapikn mpockOAAnon. Emumiéov, n HMGB1 og ovykévipwon 50
ng/mL peimwce OTATIOTIKA ONUAVTIKG TNV KOUTTOPIKY TPOCKOAANGN &Vd GF
ovykévipoon fon 1M peyoddtepng tov 100 ng/mL  emyoaye v KovoThTO
OYNUOTICHOD  GQAPoeW®V. Agv  mapotnpnOnke emidpacn ToV  SOPOPETIKMOV

oLYKEVTPOOE®V TNG avacvvovacuévng HMGB1 oty kuttopkn petavdotevon.

7.2 Emimeda 1ng IL-33 ka1 ToU OSiaAutou utrodoxéa sST2 o¢

SIS pWHATIKEG, KAKONOEIG, TTAPATTVEUHOVIKEG YZ.

[Ipwrot o1 Lee kol cuv. cuvékpivav Tic HEceg cuykevipaocels Tov 1L-33 kot
SST2 peta&d dudpoudtov, Kakondmv, TapamTveELHOVIKGOV Kol euuaTioddv Y [304].
X peAétn avty mapotpnOnkav onuovtikd vymidtepa eminedo g IL-33 otig
eopatiodelg YZ, yopic va dtomiotmdel kdmota dtapopd ota enimeda g IL-33 petady
tov vrohomov YT [304]. Ouoiwg, dev mapotnpinke S10popd OTIG LETPOVUEVES
oLYKeVIpOoELS Tov SST2 petal&d tov dapopetikdv Y [304]. Ta amoteléopata g
TapovoOC HEAETNG OCLUE®VOVV pe TN peAétn tov Lee kot ovv., kabog dev
TaPOTNPNONKOV GTATIGTIKG CNUAVTIKEG O10POPEG OTa LETpOLUEVO. Enimeda TV [L-33
kot sST2 petadd Tov SUdPOUATIKGOV, KAKONO®V Kol TopamrveELHOVIKOV Y. Avtifetoa,
ot Oshikawa kot ouv. mapatipnoav 6tL 1 Sdpeon Ty tov vrodoyéa SST2 Nrtav
ONUOVTIKA VYNAOTEPN oT0 YY acBevdv pe kokondn YX oe obykpion HE TIC
HETPOVUEVEG TIHEG TOV O10ALTOD VTTOJ0YEX 6T0 YY acOevdv HE QUUOTIOOES KOt
dudpopatikég YT [331]. Avtd 1o evpnua dev emPefaindnke amd v mopovca
dwtpiPr] kaBdg dev evtomiocape vynAdTEPO EMIMESD TOL SOAVTOD VLTOOOYEN OTIG

kakon0elg Y ouykpitikd pe tig dudpopatikés Y. A&iler va onpewmbel 6t pe to
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aviwpaocmplo ELISA mov ypnoyomomdnke otnv mopovco HEAETN, VLINPYE M
duvatdHTTO. TPOGHIOPIoHOD oG Hoévo dpung popeng IL-33, mpoidv mpmtedivong
amd v evdoyevn mpwtedor koAmaivn. Eivar BéBato 6Tt evtdg tov YE avevpiokovton
emmAéov: mAipovg punkovg 1L-33 wg mpoidv KuTtapikng VEKp®ONG KoOMG Kot GALES
oppeg popeés IL-33 ¢ mpoidvia mpwtedlvong ta omoio d€ TPOGIOPIGTNKAV.
[Tpokepévou va e€ayxBodv ac@oAn GUUTEPALOTO TEPUTEP® UEAETEC e PEYOADTEPO
delypa acBevov Kabmg kat Tpocsdlopiopds Tmv mokilov popeov ™ IL-33 evtog tov
YY, amottovval.

Ta evpipatd pog dev vrootpilovy v yprion v IL-33 kot SST2 y ™
dwpopikn dOdyvoon YZ avrtiotoyyng aitoroyiag. Eviovtolg, amd mponyovueveg
peAéteg €xel amokaAvebel o onuoavtikdc poiog g IL-33 oty opotdotaocm TG
vrelmrotikng kootntag [328, 329, 332]. EmumAéov, n aviyvevbeica coppetoyn tov
CUYKEKPIUEVOL GNUATOJOTIKOV KOTOPPAKTN otV Tafo@uctoloyio moAvaplOuwmv
TVEVUOVIK®V voonuatov B€tel T Pdoelg yio mopattépm kot o PdOog pelétn tov

pOAOL TOV A&oVa KOl GTIC GLYVOTEPO OTOAVIMUEVES Y X.

7.3 Emimeda tng HMGB1 ka1 Ttou d1aAutou utrodoxéa sRAGE oe

OO PWHATIKEG, KAKONOEIG, TTOPATTVEUUOVIKEG YZ.

[dwitepo evolapépov mapovotdlel To yeyovog o0t ta eninedo HMGBI frav
ONUOVTIKA VYNAOTEPA OTIC EEWPOUATIKEG CLYKPITIKO HE TIG OUOPOUATIKEG Y.
Ymapyer pio povo mpormyovuevn perérn mov pétpnoe to eminedo HMGBI og
SlpopeTikovg TOmovg YX pe avdroyo omoteléopota [600]. Ov cvyypapeic
dwriotwoav 0Tt ta enineda g HMGB1 ftav vynAdtepa o avBpamiveg kakonbeig 1
TOPOATVEVUOVIKEG VTECOKOTIKEG KOl TEPLITOVOIKEG OLAAOYEG GLUYKPITIKA HE TIG
dwipopatikés YX [600] xou paMota mn ovykévipwon g HMGB1  tov
eCpopatikav YX avevpédn mepimov tpmAdcio omd avt TV OUSPOUOTIKOV YX
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[300]. Ov péoeg ovykevipwoelc HMGBI mov vmoloyiomnkov oTn GLYKEKPLUEV
HEAETN NTaV VYNAOTEPEG Ao TIS TIWES NG Tapovoag dtpng. H avocoevivuikn
péEBOSOC oL YPNCUOTOMONKE Y10 TOV TPOGOIOPIGUE TNG OAAPUIVIG SOPEPEL OUMG
petald tov peretov. Afoonueimto eivar, O0tL Bdon g mapodoog daTpiPng, M
ovykévipoon ¢ HMGBI1 ota eSidpopata eivor dekamidolon omd ovt) TV
dudpopdtov. H dayvootikn akpifeia i HMGBI yuo ) didkpion peta&d tov dvo
TOMOV  GLALOYADV aEloAoyNONKE Yoo TPOTN  QOPA HE OPWOKES TIWEG TOL
yopoktnpifovior amd vynAn evoioOncio kot €WKOTNTO. AVTO TO ATOTELECUO
emPefordvel 6tt 1 HMGBI1 pmopei va givor éva ypfioio doyvootikd epyaieio mov
umopet va dtaxpivet ta dudpopata ond o EI0POUATA.

Avrtiotpopa, 6cov apopd t0v SRAGE, onuavtikd vymidtepa emimeda
aviyvevnoav oTig SUSPOUATIKEG GLYKPLTIKE pe Tig e&dpopotikés YZ. H avdivon
ROC, eniong og avt Vv mepintwon, £0e1&e 011 0 SRAGE pmopel va dtapopomomoet
TIG SUWOPOUATIKES amd TS eSOPMUATIKEG YZ e OPLoKEG TIUES TTOL YopakTnpilovtan
and vynin evaicOnoioa kot ewWwodMmra. H dwyvootikny axpifesie tov SRAGE
AVAYVOPIoTNKE Yo TPAOTN @OPE OtV mopoLGH HEAETN. Ymapyet povo pio
TPOTYOVLEVT avapopd Tov cuvékpive Ta emineda Tov SRAGE peta&d tov dtapdpwv
e€popatikov YX [586] kot damictwoe 0Tt ta enineda tov SRAGE ftav onpovtikd
yapmAotepa og acbeveig pe mvevpovia (o&eio Aeypovi] ¢ vael®KOTIKAG oTIRASG)
oe ovykplon pe acbevelg pe kapkivo Tov mvevpovo (xpdvio GAEYHOVH NG
vrelmkotikng otpddag) [586]. Avty mn mapatnpnon &ival GOPQOVN UHE TO
OTOTEAEGUATA HOG, oV Kol 1 dlapopd Tov cuykevipdocewv tov SRAGE dgv ftav
GTOTIGTIKA GNUOVTIKY] OTIC LETPNGELS LLOG.

Evdwapépov ebpnpa cuviotd 01t ta eninedo HMGB1 cuoyetiotnkav apyntikd

pe ta emimeda SRAGE oto ovvoho tov YZ. Iopdio mov n HMGBI1 éyer v
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wKavoTTa TPOGOESNS e TOAALOVS vITodoyeic, kot o SRAGE avtiotpoea £xet moAlog
TPOoOETEG, M SLVOUIKY] Tov G&ova dtapaivetal dedopévov 6tt o SRAGE dpa wg
vrodoyéac-mayidoa g HMGB1 mov gival tkavdg va T 0EGUEVEL AVOSTEALOVTOG T

dpacTNPLOTNTA TNG EEMKVTTAPIMG KO LEUDVOVTOG TO, ETITESA TNG.

7.4 Zuoyxétion Twv IL-33/sST2 kabwg kai Twv HMGB1/sRAGE pe Ta

Onuoypa@IKAa XapAKTNPIOTIKA TOU SEiyuaTOG.

Ampocdoknta, 1 mapovoa peAétn £0iEe 0Tt ta emineda HMGBI1 kot sSRAGE
dtapopomotovvtol UETAED eEWPOUATIKOV YX Katd TPOTMO €EapTOUEVO Omd TNV
nAkia. Ot acBeveig nlukiog dveo Tov 65 €1®V PE GuVLTAPYoLGH OEgior PAEYLOVN
(mrapamvevpoviky YX) elyav onuoavtikd younAotepo emimeda HMGB1  aAAd
vynAdtepa eminedo SRAGE oe ocOykpion pe m vedtepn nikiokn ouddo (acbevelg
<65 etdv). Ta armoteléopata TG mopovcos LEAETNG BETouy Tig evdeiEelg g PAAPNG
TOV GLGTNUATOV VRECOKOTIKNG OvVOIIOUOPO®ONS (EMOKELNS Kot emdOOpBwoNg) Le
™V avénon g nikiag, Wing de 6tav cuvuTapyel o&ela PAEYLOVT (TOPATVEVUOVIKES
YY) Omov amouteitol 1 EMOTPATELON EMITALOV  EMOOPOOTIKOV UNYOVIGUOV.
E&dAhov, ta avénuéva enimeda tov SRAGE otoug acbevelg dvo tov 65 gtdv pe
ocvvumdpyovco ofeio M ypdvia @Aeypovn (TopamveLHOVIKY] 1 kokonon YX),
VIOdEIKVOOLV TN dlakonr| Tov emdtopbmtikod dEova HMGB1/RAGE.

Meydroc aplOUoc HEAETOV avVaQEPEL OTL 1] CLGCOPELOTN UETOUALAEEDV TOV
DNA s&ivar vmoymelog unxavicpdc vy mPOKANGCT  @QULGIKNG YNPOVONG Kot
VELPOEKPLMOTIKNG vOocov [418,607-609]. O «picwog porog g HMGBI1 g
TUPMNVIKOG dOUIKOS Tapdyovtag mov pubuilet ta cvotiuato emdopbwong tov DNA
&xer Mo tovicBel [607-609]. Emopéveorc, n HMGB1 pmopel va elvar po véa

TAPAUETPOS TOV Bo mpémel evOEYOUEVOS Vo a&loloyeital Katd TN ObpKeld NG
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mpavong [607, 608]. IIpoc opi&n TV evpPNUATOV oS, TPOSPATO TAPOTNPHONKE
ot ta enimeda opov ™ HMGBI peidvovtor onpovtikd pe tnv nAkio akOpo Kot o€
vy atopo [609]. Mo AN pedétn vmootpiée 6Tt 1) 163G TOL GNUATOd0TIKOD dEova
HMGB1/RAGE, &&optdrtal and v nAikio kot and 1o dpyovo mov peretdror [610].
INo mapdostypa, n odvvdeon g HMGBI1 pe tov RAGE otoug veppoig kot 6to fmap
avEAveTol pe TV TPO0do TG NAKING TOPAAANAN LLE TNV EVEPYOTOINGT Kol TOAMGON
TOV HOKPOPAY®V TPOG £VaV TPOPAEYLOV®MOT @avotumo (M1 pakpopdya). AvtiBeta
N 0€0UEVOT VTTOOOYEN-GUVIETT) GTOV GKEAETIKO [V 0V peTaPdAietar pe v avénon
™m¢ nikiag [610]. Emopévog, o vrelowkdtag givar €va 0pyovo TOL EVOEXOUEVMG
emnpealetal and To0 YNPAG, OTMG TPOKVTTEL OO TIC JUPOPOTOUCELS TOV EMTEIDV
HMGB1 «a1 SRAGE oto YY otig dtapopetikég nAkiokég opadec. TTponyodueveg
HeAéteg £yovv emiong meprypdyet TIg LETOPOAEG GTN PLGIOAOYIN KOl TOBOPVGIOAOYiN
OV VIE(®KOTIKNG KOWMOTNTOGC HE TN YRpavon kat tn xpdvie voco [611, 612]. Ta
evpruatd pog emonpoaivovv pia EekdBapn pelmon g emdtopOOTIKNG IKOVOTNTOG TNG
HMGB1 evtog ¢ vrelmkoTkng Koot 6Toug acheveis ave tov 65 e1dv, 18img
0€ MEPUTTAOOELS CLVVTLAPYOVOAG 0EEING PAEYLOVIG OOV 01 OVAYKES IGTIKNG EMOKELNG
etvar ovénuéveg [485].

Ag etépov, peydrog O0ykog g Piproypapiog cvvdéet 1o RAGE pe v
nabofroroyia ¢ xpoviag acBévelog kot ) @uowkn ynpoavon [418, 613-620]. Ta
enineda tov RAGE av&dvovtal kata 10 guotoloykd ynpog mbovedg Adym Ttov
ALENUEVOV ATTOLTGE®V Y10 EMOKEVN-EMOOPOmoT. Malota cOpemva pe dedopéva
OV TPOEPYOVTAL OO T GVYKPLOT| LETAED IGYOLUIKOD KOl L) ICYOLUIKOD EYKEPAAIKOV
1610V [614], avapépetar 6T 1 emakdAovdn TG YNpavoNg 1oTIKN 1oyopio odnyel og
evioyvomn g ékppoons tov RAGE mRNA [615]. Aviipatikd otorgeion amd toug

Casselmann kot ovv. avaeépovy 0Tt 1 €ékppacn Tov RAGE mRNA rtav vyniotepn
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OTOV KOPOLOKO 16TO TOOUDY KOl TOPOVCINcE EKTTMGN GTOV IOYOUIKO KOPOoKO 16T
TOV eVNMKOV Kot Tov vrepnAiikov acBevav [615]. Ta vynid eninedo mRNA ota
Tadld ototyelofeTOnkay amd to onuoviikd poilo mov dadpopatiCovv to HMGBI

kot RAGE oty xuttapikn petavaotevon kot ovamtoén [615].

7.5 Zuoxérion tng IL-33 Kal Tou sST2 pe Ta BIOXNMIKA KAl KUTTOPOAOYIKA

XOPAKTNPIOTIKA TWV YZ.

2V mopoOoa LEAETN EVIOTIGTIKAV KATOLEG EVOLUPEPOVGES GUOYETIGELS TOGO
¢ IL-33 660 xot g sST2 pe ta froynpikd Kot KuTTapoAOYIKA YOpaKTNPIOTIKE TV
YZ, d0TE va EIKAGOVUE TIG TOAVES KVTTOPIKES TTNYES TNS QAAPUIVIG KOt TOL O10AVTOV
vrodoyéa o Kabe Tomo Y.

AvoAivtikd, otig duwdpopatikés YZ, mapotnpndnke onuovtiky  Oetikn
ovoyétion tov emmédwv g IL-33 pe ta emineda g LDH tov YY, eved oOgv
wapatnpOnke kapio GAAN cuoyETIoN HE PLOYMUKE 1] KUTTOPOAOYIKA YOPAKTPIOTIKA
tov YZ. Q¢ yvootov, 1 LDH cvviotd évav puOuioth g vro&iog kot in Vitro peléteg
naptopovy 6t 1 voia exnpedlel v avantuén tov pecodnilakdv Kuttapov [621].
Emumhéov amotedel deiktn 10TIKNG KataoTpoeng [622]. Xvvenmg, mbavotata 1 1L-33
OLUVIOTA TPOIOV TV TPOVUATIGUEVOV HECOOMAMOK®OV KUTTAP®OV OAAL KOl OEIKTN TOV
KLTTOPIKOD OTPEG OEOOUEVOL OTL TO TEMTIOO OV TPocdlopicape eivol po OPUN
HOPQY] TOL eKKPiveTOl HETA omd Opdorm MG €VOOYEVODS TPMTEACNG OV
evepyomoteitanr og ocuvOnkeg otpeg [139]. A&ilel va avapepBel mwg oty mepintmon
VEKPOONG TOV  HECOOMAOKOV  Kuttdpov, 1N pnén TG  TUPNVIKAG Kot
KUTTOPOTAACHOTIKNG HEPPpavne Ba 0dnyodoe 6e amerlevfépmon TG TANPOVS U KOVG
IL-33 1 omoia dev mpocdiopiotnke [139].

EmnpocBHétmg, aviyvedbnke onuaviikn Oetikn cvoyétion TV emmédmv g
IL-33 pe tov amodivto aplBud tov epubpav oaocealpiov tov YY acbBevav pe
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kakonOn YZ. Ilpog gpunveio avtod TOV EVPAUOTOC KOl GAAEG TPOCPOTES UEAETES
&xovv dgi&el 6T M IL-33 amedhevBepdvetor ®g TPoidv apdOAvoNg TV £pLOPOKVLTTAP®V
[623]. Avénpéva emimeda epvOpdV AHOGPAPIOV TOPATNPOVVTOL GUYVOTEPL GE
kakon0elg YZ kot ta eminedo Toug cuvieTOOV Evav aveEApTNnTo TPOYVMSTIKG deikT
KakonOeag kotd ™ Owyeipion polikdv M ayvootov aitioroyioag YT [624].
Inuovtikd vymidtepa enimeda epuBpokvTTdpmV oTIG Kakonbelg YE Guykpltikd pe
TOVG GAAOVG VO PEAETOVUEVOLG TUTTOVG YZ, OVIXVEDGOLE KOl GTNV TOPOVCO, HLEAETT
(Mivekag 5). Amd v arlAn mievpd, N IL-33 éyet eavel mog vroPabuiler Tic
Aertovpyieg @paypov TOv aVOPOTIVOL ayYEWKOD €vOoONAloL pEIdVOVTOS TNV
evooOnAlakn akepatdtnTo PECH HEIMONG TG €KOPAONG TNG OKAOLAIVNG Kol TNG
evooniaxng mpoteivnig VE-kavtepivng oe eninedo mRNA. H anoctabepomoinon
TOL gvooONAaKkoy @paypov odnyel oe avénomn g ayyelokng dwamepatotnrog [625].
Mo dAAN perétn oe povtéda emipvov £6eiée 6t ) IL-33 peidvel Tig S1akvuTToptkég
OLVOEGEIS LECH KAVTEPIVNG OTO AyYELOKO EVOOONALO TPOKAAMVTAG OyYELOKT dloppo),
deyeipovtag v mopaymyn evoonAlakod NO péom g 0dod onpatoddTnong
ST2/TRAF6-Akt-eNOS [613]. Emiong, mponyodueva epguvntikd  dedopéva
amodetkvoovy 01t o dEovag IL-33/ST2 gumdéketon oV avATTLEN KOPKIVIKOV OYK®V
EMAYOVTOAG TNV EKOPACT] TOL AYYEKOL evoonAlakod avéntikov tapdyovta (VEGF)
og KapKwvika kottapa [626-633]. Tivetar avtiAnato emopévog 6t 1 IL-33 dev givan
AmADG €vo. TPOIOV NG OUOALONG TV £pLOPOV apocPapioy, aAld dtadpapatilet
onuavtikdé poéro oty mabogucioroyic Tov kakonbwv YZ, cuvinpodviog o
atpoppayky] kokonn YZ péow peimong g evoodniiokng axepotdtrag, avénong
™G OYYEWKNG Kol HECOOMAIOKNG SlomeEPATOTNTOS KO EMAYWOYNG TNG KLTTOPIKNG

npookOAAN oG [634].
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Ta enineda g IL-33 &yovv diepeuvubel oe Kotaotdoslg oeion UNyOVIKNG
KATOmOVNong TS VIECOKOTIKNG KOAOTNTAG, OO GE NOGIWVOPIAKES GUALOYEG TTOV
avanTHoeoVTOL LETA amd avToOpaTo TvevpoBmpaka. Ot gpguvntég vmootNPEay OTL G
aUTEG TIG TEPMTOOCELS T avénuéva emineda 1L-33 amnedevbepdvovtal oamnd T
peconAlakd koTTOpo HEC® OTEIPOC PAEYUOVIG Kol 0dNYyoLV o€ o un-Th2 oAAd
ILC2—eEaptodpevn avoctokn omdvinon [319]. Me dAha Aoy, o ouvOnKeg
UNYOVIKNG KOTATOVNOTG TOL VtelKdTa dev aviyvehnke emOTPATELGT KLTTAP®VY TNG
eMIKTNTNG ovooiog, mapa HOVo ™G EUELTNG dta T pnecoAdPnong g IL-33 [319].
E&dAlov ywoo v evepyomoinom NG EMIKTNTNG 0OVOGIOG OmMOLTEITOL TTPMOTO 1|
avayvoplon tov otdyov evoviiov tov omoiov Ba opyavwbel m emifeon Tov
OVOGOAOYIKOD GUOTNUOTOC. XTNV Tapovoo HEAETN, Ogv mapatnphnke Kdamolo
onuavtiky ovoyétion g IL-33 pe ) Poynueio 1 kvtTOporoyio TOL VYPOL OGOV
aQopd TG TOPAMVELHOVIKEG YX. Qotéco, o vmomAnbvoudg ILC2s  dev
npocdopiotnke. [lepartépw KvtTopopeTpikéc peAétec pmopovdv va piEovv ewg 6To
poro twv IL-33-gvepyomorovpevav ILC2S oty vrelwkotikn voco.

Ocov agopd ta emimeda tov sST2, evtomicape Hi0 GTATIOTIKA GNUOVTIKY
OeTIKn] CLGYETION TOV EMITEI®V TOL VTOJOYEN HE TOV OmOALTO opldud TV
Aeppokvttdpov tov YY otig sudpopatikés YZ. Ewdletonr 6TL t00 Aep@okvtTopa
amoteAovV mlav] KuTTapikn Ty Y tov sST2 ota dudpopata. To edpnpa avtd
vroopiletor mepotépm amd 0 yeYovog 0Tt 0 vmodoyéag ST2 elvar vmodoyfag
emoaveiog tov T Aegppokvttapov, emPefaidvoviog dAlwote v dueorn 1L-33
EMOYOUEVT] EUTAOKT NG EMIKTNTNG avooiag oty opoldotacn tov wotov [635]. H
Kuttopky Ty tov sST2 dev kabopiotnke Yo TIG TAPUTVEVUOVIKEG Kol Kokon0elg
YX ot perém pog, mapdro mov €xel avapepbei 0t o ST2 MRNA exopaletarl oe

vynAd emimeda ota Pfondntikd CD4+ T Aepgoxvttapa otig kakonfelg Y [331].
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MdAiota or Oshikawa kot ovv. vroompilovv 61t 0 ST2 Swpecorafei o Th2
OVOClOKY omdvtnorn otig Koakonfelg YX kot 1 7Topomdve Topatipnon GLVIGTA
0PI KOTEGTAAUEVNG OVOGIOG, TOL HOPTLUPE TNV OVOYOITION UG OVTIKOPKIVIKNG
Th1 amdvimong [331]. A&iler 6pmg va avapepbei 6Tt oty d1a perétn, ot Oshikawa
KOl GUVEPYATES, OEV KATAPEPUV VO AVIXVEDGOVV KOO GUGYETION TOV EMTEIWV TOV
dAvTod vmodoxéa tov YY pe 10 mocootd N tov amdAvto oaplud tov T
AepeokLTTAP®V ToV YY (6mwg autd mpoékumtay amd v yevikn e&€tocn tov YY)
Omw¢ cLVEPN Kot oty Tapovoa dtotptPr] [331]. Bdon tov avotépm, KUTTOPOUETPIKES
AVOADGELS ATOLTOVVTIOL OCTE VO AOKOAOYOLV TBavh cuoyETion TV emmédwv sST2

LE TOVG d1popovg vTomAnBvopovs Tov T kKuttdpov oTig Kakondelg Y.

7.6 Zuoyxétrion t™ng HMGB1 kai tTou SsRAGE pe Ta BlOXNMIKA Kal

KUTTOPOAOYIKA XOPAKTNPICTIKA TwV YZ.

Bdon tov evpnuatov pog damotodnke po BTk Guoy£Tion TOV EMTES®V
HMGBI pe tov aptBud tov Aepeokuttdpmy Tov vel®mKoTikoD VYPov TG KaKon0elg
YZ. Eivor amodederypévo o6tt 1o T Agppokvttapo pmopodv vo amehevfepdcovy
HMGBI1 oc¢ anokpion oe apketd epebicpata [636-638]. And v dAAn mhevpd, M
HMGBI1 d6pa o¢ oropuivn mov pecolafel otov TOAAATAACIOCUO KOl TNV
evepyomoinon tov T Aeppokvttdpov [624], eved dpo ynuewotaktikd yioo ta Tregs
TPOAYOVTOG TNV 0VOGOAOYIKY| emttipnon [624].

EmnpocOeta, ta emineda HMGB1 ocvoyetiotmkav Oetikd pe tov oapluo
epvOpov aooceapiov otig koakondelg Y. Ilpdcpata €xel texpmpiwbel ot Ta
epvOpd apocoaipia mepiéyoov HMGB1 [639-641]. Eyxel Bpebel mog 1 HMGB1
eEKQPPAleTol  EVPEMC  OTIS KLTTOPIKEG  EMPAVEIEG TOV  avOpomvev  epuBpmv
apocalpiov oueditov Aopov [639]. MdAicta vrootpiletor nwg 1 HMGBI1 mov
oLAAEYETOL OO TO VITEpKEipevo amonkevpévay (amd 4 wg 42 NUEPES) Kot KATAAANAL
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CUVTINPNUEVOV OVOPOTIVOV £pLOPOV OHOCEUIPIOV OVOCTEAAEL TNV PaKTnploKn
KAOapon. ZvyKekpEVe OVOQEPETOL OO TOVG EPELVNTEG OTL  OVOTTOCCOVTOL
e€ovdetepmtikd avtioopato Evavtt g HMGBI1 kataotéAAovtag tn onuoTodoTiKy
™G OpAcT EVOVTL TOV UAKPOPAY®V KOl OC €K TOVTOV UEUDVETAL 1] OVIYUKPOPLOKN
wKavotntd tovg [640]. Zvvenmdg vroompiletar 61t 1 HMGBI1 mov mpoépyeton amod
atpdivon pmopel vo, EUTAEKETOL GTNV KOTOGTOAN TOV OVOCOMOMTIKOD GUGTHHOTOS
[640] a1 v ovocoloyio tov Kopkivov [641]. Emmpdcbeta, €xovv meprypagei
avénuéva in vivo eminedo tng HMGBI1 6tov mvedpovo 6€ mepmtdoelg PeETayyiong
epupdv apospapiov [639]. Ta avatépom PipAoypapikd dedouéve 6€ GLUVOVAGHO
LE TO EVPNHOTO TNG TaPOVoAS HEAETNG 001 YNGOV STV VITOBEST, OTL 1| TAPOLGIN TNG
HMGBI1 o1ig kaxonfelg YX mpok0ntel o¢ mpoidv Tng atpdéAvons tov epubpmv
aLocQapioV Ko/ KVTTapOALONG N EvEPYOD EKKPLONG OO TA AEUPOKVTTOPO, TOV
vrelmrkoTkov vypov. Emonpoaivetor ®oTdG0 1 avAYKN TEPAULTEP® EPELVAG Y10, TNV

amocagnvion g Kuttapikng Tyns s HMGBI otig kaxonfeig YZ.

7.7 In vitro emdpAoceIg TWV XANNAWY Kal UYPNAWV CUYKEVTPWOEewWYV IL-33
KaBwg Kal Tng avaouvduaopévng IL-33 oTnv KUTTAPIK TTPOOKOAANnON

ota KUTTapa MeT-5A.

H otk oamokatdotoon tov vrelowkotikoh TPOOUOTOC OmoLtel TV
enavapesodnAlomoinomn pe €6TIOKY TPOCKOAANGN TV EAEVOEPOV OLOPOVUEVOV GTNV
VRE(OKOTIKN KOWMOTNTO HEGOOMAIOKADV KVLTTAPMOV KOl TNV HETEMELTA O1GO1A0TOTN
peTavaoTtevon Toug. Agv vmapyovv dedopéva yia Tic emdpdoelg g IL-33 kot Tov
sST2 otmv opowdotacn ¢ LVrelOKOTIKNG HecoOnMakng povootiBddoc. Mia
KOWVOTOUIO TNG TOPOLGOS HEAETNG NTOV O YOopaKTPIopds g emidopaong g 1L-33
OTNV TPOGKOAANGCT] TOV HEGOOINAOKDOV KUTTAP®V GE VITOCTPOUO PUUTPOVEKTIVIG Kot
OTNV KLTTOPIKN METOVACTELON G€ TEPPAAAOV  SUdPpOUATIKOV, KoKonOwv Kot
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TOPOTVELHOVIKOV YZ. Melet)Onkav oniadn 600 kuttapikol gotvotumol peilovog
ONUOGIOG YI0L TNV OMOKATAGTOCT TG TPOVLOTIGUEVNC HECOOMALOKN G GTIBAdAG.

Ocov agopd TV KLTTOPIKT TPOCKOAANGT| TOV O®POVUEVOV HECOOMAOK®OV
KLTTApV 610 vIdoTpope eurpovektivng (cell to matrix interaction), mapatnpnOnke
ot ot Kakonfelg YX, dnhadi| o€ KATOOGTAGN YPOVING GAEYUOVNG, TO Oelypo pe
vynA ovykévipwon IL-33, enfyoaye onuoviikd tnv TPOCKOAANGY] TOV KLTTAP®OV
MeT-5A o610 vmocTpOUE, GULYKPITIKG pe TO Oelypo pe yopnAd emimedo IL-33.
Avtifeta oTig mopamvevpovikés YX, dnAadn oe Katdotoon o&elag vrelmKOTIKNG
QAEYHOVIG, TO Ogtypo pe younin ovykévipwon tng IL-33 mapovcioce onpovtikd
VYNAOTEPT KLTTOPIKY TPOGKOAANGN TV KOAONOWOV HECOOMALAK®Y KVTTAp®V. AVTH
To. 0edopéva, ovvieivoov oto 01t M IL-33 aAAnAemdpadviag | €va ETEPOYEVES
mANBvoud onUatodoTIK®V popiwv evtog g LVIe(®KOTIKNG KOdTNTaG, 0dnyel o€
aLENUEV N LEWOUEVT] TTPOGKOAANGT TV HECOOMALOK®Y KLTTAPOV LE OMOTEAEGHLOTO
TOV JLALPOPOTOLOVVTAL AVAAOYQ LLE TNV AGOEVELD KOL TO YPOVO PAEYLOVIG.

[Tponyodpueveg peréteg emPefordvovv v eumiokn g IL-33 otnv KutTapikn
npookOAANon [642, 643], wotdco ta. otoryeion eivor avtipartikd. Kotapynv, ta
emineda g aAapuiving £xovv cuoyeTiotel Betikd pe v vynAn ékepacn tov VEGF
otig kakonbeig YX [614-620]. Ot gpguvntéc vmootpilovv 611 0 d&ovag 1L-33/sST2
EUMAEKETOAL OTNV OVATTLEN EVOC KOPKIVIKOD GYKOV O1EVKOADVOVTOG TNV EKQPACT| TOV
VEGF ocg xopkwvikd x0TTOpo, OONYy®OVTOG GE EVIGYLUEVN OYYEO- KOU OTIKN-
dwamepototnTo. Kot €€EMEN TOL OYKOL HECH KLTTOPIKNG TPOSKOAANomg [614]).
Emiong, €yer avapepBel 6t1 n IL-33 emdyer v ékepaocn popiov TPooKOAANGoNS
(ICAM-1, VCAM-1, E- ocehektivng, ynuelokivinig MCP-1) ex vivo kot in vitro oe
avBpomva evéobniakd KOTTAPO 0BNPOSKAVPOTIKOV TAAK®V [638], TPOoKOADVTOG

TPOCANYN  AEVKOKVLTTAP®V KOOMG Kot 1oxLPY  Oyepon Yy TPOCKOAANOM
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noocwoéewv [605, 644, 645] xor avOpoOTVEOV 1oTIoKLTTAPOV pEc  ST2—
onuotodotong [644-647]. And v GAAN TAELPA, TPOGEATO TEPLYPAPNKE TOC 1|
xpon avacvvovacuévng IL-33 kotaotéAder v TPooKOAANGN TPOPOPAACTIKMV
KUTTOpoV vropvOuilovtag v Ekepacn HOPI®V ETQOVEINKNG TPpockOAAnone. H
dpdon avt TapadOEMG PAVNKE VO EYEL OUOLOGTATIKO OVTIKTUTTO GLUUPBAAAOVTOG GTOV
OYNUOTIGUO TOL TAAKOVVTO KOTA T1 OLAPKELN TNG TPOIUNG EYKLoovvng [645].

2V Topovoa PEAETT), 1| YPNON TOIKIA®Y GUYKEVIPMGEMY OVOGUVOIVUGUEVNG
IL-33 dev katédeie kdmola dapopomoinon oto Pabud KLTTaPIKNAG TPOSKOAANGONG
TOV KoAONO®V pecoONAOKOV KLTTAP®V G610 VIOCTpOUN Quurpovektivng. Koata
ovvénewn, ewdletor OTL 0opkeTol KuLTTOPWOl Kol ovéntikol mopdyoviec o©To
Vel OKOTIKO VYPO, Ol 00101 SLAULPOPOTOLOVVTAL AVAAOYA LE TN VOGO Kol TO YPOVO NG
QAEYLOVAS0LG S1ad1KOGTI0G, VUL amOpaiTTOL KO dPOVV GLVEPYIKE TPOAYOVTAG TNV
KutTopky mpookOAAnon. Ilpdaypaty, n IL-33 6mwg MoM avoaeépdnke, emdpd ot
dnpnon g opoldoTacNS TG VAECMKOTIKNG KOWAOTNTOG LE EUUEGOVG UNYOVICLOVG
omwg v mapddetypo pécwm IL-4 diéyepong tov TOALOTAACIAGUOD TMV EYYEVOV
Hokpo@aymv otnv vrelmwkotiky kootnto [329]. Ot akpifeic poprakoi unyoviouoi
OV KATELOHVOLV TNV KVLTTAPIKY] TPOCKOAANGYT TNV LIECOKOTIKY] VOGO OTOLTOVV

TEPALTEP® YOPOKTNPLOUO.

7.8 In vitro emdpdoceig TwV XapuNAwyY Kal UPNAWV CUYKEVTPWOEewWYV IL-33
KaBwg Kal TG avaouvduaopévng IL-33 oTnv KUTTAPIKA HETAVAOTEUON

MeT-5A KuTTadpwv.

H guown emodAwon tAnydv mepthapuPavel 1o QAEYLOVOOES 6TAA0, TO GTALO
TOV TOAALOTAQGLOUGHOV Kol TO TEMKO 0TAd10 Mpitoveng 1 avadtapldpemaong Tt omoio

dwpecorafoiviar amd mokilovg avENTIKOVS TAPAYOVTEG, KUTOKIVES KOl OVOGTOAELS
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petohonpotewvacdv (MMPS). Ta popie ovtd  katevBovouv Tig  Proroyikég
Aertovpyieg TV KLTTAPWV TPOVUATOG OTMG TWV OVOETEPOPIAMV, UAKPOPAY®V Kot
WoPBLOOTOV K.0L TOV EUTAEKOVTOL GTNV KOTOPPAKTN emovAmong mAnyadv [648]. H IL-
33 éxet amoderyBel 6TL EVLVOEL TNV AVAKOTACKELT TOV IOTOV EXAYOVTOG TV ETONALOKN
ATOKOTAGTOOT) KOTO TNV EMOVAMOT] TANY®V GE EVIEPIKO €MONAL0, dépua avOpoOT®V
Kot emipvov [644, 645]. Emumiéov, mapoatnpninke Ot 0 0vaoTOAENG TOV VTOSOYEN
ST2 dwtnpel ™ eAeypovi Tov TpadpoToc, Kabvotepel TNV EMOVAW®GCT Kot 0LEAVEL TNV
ivoon [649]. v mapovoa perétn emPePordveror n enidpaon tg IL-33 omv
LETAVAGTEVOT TOV HECOOMALIK®V KVTTAPp®V oTIS e&dpopotikés Y (Kakonbeig Kot
TOPOATVELUOVIKEG YX).

YuyKekpléva oTig Kakonoelg YX onAadn o€ cuvOnkeg ypoviag AEYHOVIG, TO
kOttopa MeT-5A mov extédnkav o vre(wkoTikd VYPO pe VYNAN cvykévipwon IL-
33, petavdotevcov TEPICCOTEPO OMO TO OVIIGTOLYO HECOOMAIOKA KOTTOPOL 7OV
exténkav oe youniéc ovykevipooelg IL-33. H IL-33 £yer amodeyBel 6tL mpodyetl T
LETAVACGTELOT KoL TNV OmONon TOV KLTTOPOV OTO KOPKIVOUN €K TAUKM®ODV
KUTTOP®V, G©TO YAOIOUM, OTOV YOOTPIKO KopKivo, ovvemds emPefoumveton
Broypapd o onuovtikdg poAog g IL-33 omv e£éMéEn evog KapKIVIKOD OYKOL
KOl GTO PETOOTATIKO SLVAUIKO Tov [644, 647-650]. e mpoopatn perétn ta vYNAA
enineda 1L-33 otov opd meprypdoncav g £€vag aveEAptnTog MTPOYVMOGTIKOS
mopdyovtog yio TV emPioon 6€ U HKPOKVTTOPIKO KopKivo Tov mvedpova [651-
654]. Emwumpocheta, o mep@T®OEG YPOVIOG VOGOV, ONMG OTNV TEPIMTTOON
pevpatoedovg apbpitdag, n IL-33 emnyaye tn pHeTavacTELOT OVIETEPOPIAMV ELLEGH
LEG® EVEPYOTTOINGNG TOV LOKPOQAY®V 0ALY Kol LEGH dpeons emidpdong g ent Twv

0VJETEPOPIA®V TTOV PEPOLV ToV vodoyéa ST2L [248, 655-657].
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ZOUQoVa e To EVPNUOTA HOG, OGOV aPOopd TIG TAPUTVEVHOVIKEG YZ, dnAadn|
oe meputOoelg o&elog PAeypovadovg vrefwrotikng PAGPNG, to kbttapa MeT-5A
Tov ekTénKav oe VYNAEG ovykevipooelg IL-33 petavdotevoav onpovtikd Ayotepo
CULYKPITIKA e TO HeGOONAOKE KOTTOPO TOL EKTEOMKAV G YOUUNAEG GUYKEVIPDOGELS
IL-33. Agdopévov 6Tt 01 TaPATVELHOVIKEG Y €ivol AOILMOOVS ouTloAoyiog duvatal
va mBavorloynoovpe 6Tt 1 onpotodotikn opdorn g IL-33 umopei va Katavaidverot
apYKE OTNV OTPATOAOYNGN QAEYLOVMOODV UNYOVICUOV £VOVTL TOL  HKPOPLaKoD
nafoyOvov Kot AyOTEPO GTNV IOTIKT OTOKATAGTOCN.

[Ipdypatt, avaeépOnke 1M 611 oV 0&eian PAeypovny o podAog Tov GEova givat
Kato BAcn  avIuOAAOTAACIUGTIKOS KOl OVIUVOTIKOS, &V 1 Xpovidtnto NG
QAEYHOVAOOOVG dtadikaciag emdyst otnv mopeio TG €va €MOLVAMTIKO Kot Tava
npoveTikd amotéhespo  [609]. 'Etor eivon mBoavov oe meputtdoelg  ofelog
oTPEGOYOVOL dladkaciog mov yapoktnpilel po mopamvevpoviky YZ, va vreptepel
€va TEPIGGOTEPO AVTIQPAEYLOVAIES TPOTLTO UE EAEYXOUEVT 1OTIKY OVOSLOUOPPMOT).
Avtifeta n ypovidoTNTO TOL PAEYHOVAOOOVS epebicpatog, Omwg otnv mEPInTOON
kakonfovg Y, endyst éva mpowvmTiKO TPOTLTO 7oL Olapecorafeiton omd TNV
KUTTOPIKT LETOAVAGTEVOT).

Evdwpépov opmg mapovstdlel 6Tt 6 €va otelpo mEPPaiiov —OTWS VTO TV
in Vitro mepapdtov pog pe ypriion avacvvovacuévng IL33- n yopriynon avéovopevov
CLYKEVIPOOEMY OAUPUIVIG, 0ONYNOE GE OTAOWOKT HelmoN NG UETOVACTELONG TOV
KaAonBov  pecodniokdv  Kuttdpwv pe  docoeaptdpevo  Tpdémo  Wilwg oe
OLYKEVTIPAOOELS HEYOAVTEPES amO TIG aviyvevbeioeg 6T YZ TV vIto HeAétn achevov
(oTaTiIoTIKA  oNUOVTIK o yopnyovuevn ovykévipmoon >1ng/mL). TIpdéceata
dwtunddnke n amoym OtL M yopnynom ovacvvovaocuévng IL-33 emdpd oty

avadlLpLOpe®ON ToL 16To0 pe e£acBEvnon g EMOVAWMONG TANYADV, HEG® peimong TG
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LETAVACTEVONG  WVOPAUCTAOV KOl EVOOINAMOKADV KLTTAPWV  AUPIPANCTPOEIOIKAOV
LKPOOYYEIOV GE TEPUTTMGEIS EKPOAMONG OYPAS KVAIdag [657]. H pekét avt eivan
CULPMOV LE TO EVPNUATA LG, AVTIQOATIKA OTOTEAEGLOTO TPOKVTTOVV At TNV OLAdQ
tov Bianchetti kol cuv. mov mapoatipnoav g 1 yoprynon avacvvovaouévng 1L-33
oe ovykevipmoelg 0.1 kot 10 ng/mL, emqyaye T HETAVAGTEVOT TOV KUKAOPOPOVVI®V
woProotodv pe docoefoptdpevo Tpdémo o€ acbevelc pe ariepyikd aobupo [658].
Eniong, mpdoeata ot Numata kot cuv. ota mhaita dtepehvnong e PLGLOAOYING TNG
OEPUOTIKNG PAEYLOVNC, TAPOTPNOAV OTL 1 EVOOSEPIKT] YOPYNOT AVAGVVIVAGUEVNC
[1-33 o¢ emipveg, ennyoye PETd and 6 ®PEG TNV £KPEPACT] TOL EVOOKLTTAPION HOPLOVL
npookOAAnong ICAM-1 mov eival amapoitnTo Yoo TNV KVTTAPIKY LETOVAGTEVCT] GTO
Bromtikd viwd [605]. Xperalovtor mepartépm UEAETEG Y10 VO pOTICOVV TOV aKPPn
poOAo Tov onuatodotikov dEova IL-33/ST2 oty KuTTOpIKn HETOVAGTEVOT).

2116 Sudpmpatikés Y dev mapoatnpninke onuavtiky 610@opd 6Ty KVTTOPIKY|
TPOCKOAANGY KOl HETOVACTELON OO TNV EMOPACT] TOV YOUNADOV Kol LYNA®V
ovykevipooewv ¢ IL-33, og avapévero, dedoévou OTL TO aiTio YEVESTG OLTAV elvar
N ovicoppomia MECEMV eKATEPMBEY TNG vOOONAOKNG LEPPPEVNG TV TPLYOEDDV TOV
TVEVUOVIKOD TOPEYYVUOTOS Kol TOL VLIECMKOTO KOl OmOVCldleEl TO QAEYHOVAOOES

epédiopa.

7.9 In vitro emdpdcelg TWV XAMNAWV KAl UPNAWV OCUYKEVTPWOEWV
HMGB1 kabwg kai Tng avaouvduaopuévng HMGB1 oTnv KUTTOPIKA

TPOOKOAANON Twv MeT-5A KUTTApWV.

2TV Topovoo HEAETN yapokTnpioTnKav ot in-vitro emdpdoceic tne HMGBI1
oV HECOONAOKY] KUTTOPIKY] TPOCKOAANGT), LETAVAGTELGOT KOl GYNUATICUO

CQULPOEDV GE OUSPMOUATIKES, KOKONOELS Kot TOPATVEVUOVIKES Y Z.
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Ocov agopd TV KLTTOPIKY TPOCKOAANGCT, (AVNKE OTL Ol UEYOAVTEPES
ovykevipooelg HMGBI gvioyvoav tnv TpockOAANoT HECOOMAOK®OV KVTTAP®V LE TO
vrootpmpo (cell to matrix interaction) oe dudpmpoTikég kot E0PpOUOTIKEG Y X.

‘Exer avapepbet 611 1 HMGBI1 oty empdvelo Tov KOTTOPIKOV HePPpovoV
EUMAEKETOL OTNV KLTTAPIKN TPpookOAAnomn [659, 660]. Tepartépw, N onpatodoTnon
oV Vodoxéa RAGE éxet o¢ amotéhespo TV mopaymy ] QAEYHLOVOI®OV KLTOKIVMOV
KOl OyYE0YOVOV TTapoyoviwv, Tov mpomBodv tn ymueotalio, HETOVACTELOTN KOl
TPOCKOAANGT TOV 0VOGOKVTTAP®V GTOXEVOVTOG OTNV €MAvon TG QAeyHovng [659,
660]. E&dAlov o vmodoyéag RAGE g HMGBI1 mpoépyeton eehktikd amod
OKOYEVELL HOplOV TPOOKOAANONG Om®G TpoavapépOnke, Kot Opa oG UOPLO
TpookOAMNoNG o€ kOTtapa Onlootikdv [423, 513]. 'Evoac avéavouevog aptBudg
ueketmv €xel agoloynoet to poéoro g HMGBI1 oty kuttapikn tpookoiinon [659,
660]. Xtic apyéc tov 1993, eixe mpotabei 61t 1 HMGBI1 mpowbei ) €kppaorn g
GLVOEOLEVNG OTNV EMPAVELNL TOV KLTTOP®OV TAAGUIVNG, M omoia dtapecorafPel v
KuTTapikn TpookoAAnon [385]. Ouoimg, €xer avapepbei 6TL 1 e€myevng yoprynom
HMGBI1 éye1 v wavotnta va endysl v TpockOAAncn nocwoeidov [477]. 'Exet
tekunpuobet 6t o amokAieicpuog g HMGBI pe ypnion aviaywviot) arotpénet v
TPOCKOAANGT KOl TOV OOIKIGUO KOPKIVIKAOV KVTTAP®V GTOV TVELUOVIKO 16T, LECM
pelowong g oAAnAemidpacng HE TO  VAOCTPOUO KOL NG  SLOKLTTOPIKNG
aAANAenidpaocng TG0 In Vitro 6co kot in vivo [660-664]. Ta dedopéva avtd eivor
EVOEIKTIKA TOVL Kpiotwov poéiov g HMGBI oty avocio, ™ @Aeypovr kot tov
Kapkivo HECH EMOPACEMV GE ONUAVIIKOVS KLTTOPWKOVS @ovoTOTOVG OmMG 1|
TPOCKOAANON.

H ypnion avacvvévacpévng HMGBI1 og cuykévipoon 50 ng/mL @dvnke vo

LEUDVEL CNUAVTIKG TNV KLTTOPIKY TPOGKOAANGT CLYKPITIKA UE OAES TIG LTOAOUTEG
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OLYKEVTIPMOOELS TNG avacuvvovaouévng aloppivng. Ilbavoroyovue 61t 1 HMGBL1
enpaviCer éva PEYIOTO OMOTEAEGHO. OPAONG LEXPL UL GLUYKEKPLUEVT] GLYKEVTPMON

TEPO, OO TNV OTOL0L OEV EMOPA TEPALTEP® GTO GVYKEKPYUEVO POVOTVTO.

7.10 In vitro emdpdoeig TwWV XOUNAWV KOl UPNAWV OCUYKEVTPWOEWV
HMGB1 kabwg kai 1ng avaouvduaouévng HMGB1 oTtnv KUTTOPIKNA

METAvAoTEUON MeT-5A KUTTAPWV.

Ocov agopd v in vitro exidpacn e HMGBI1 oty pecobnilokn Kottopikn
LETAVAGTEVGT), TO AMOTEAEOUATO Mo £0€1Eav OTL Ol LYNMAES GLYKEVIPAOGCELS TNG
HMGBI1 odonyncav o€ vynAd Jelktn HETAVACTELONG OTIG TEPMTMOGELS O0&eing
QAEYLOVIG (TOPOTVEVUOVIKEG GUAAOYEG) OAAG og YapmAd Oeiktn HeTavVAGTELONG OF
TEPIMTOGELS YPOVIOG QAEYHOVNG (kakonBelg YX) 1 Nocovog onuaciog OAEYHOVAS
(oudpopartikég YZ).

Bihoypagikd vroompiletor 611 1 e€myevng yopriynon HMGBI1 copfdiiet
0T UETAVAGTEVCT) TV EYYEVAOV KVTTOP®OV TOV 0VOGOTOUTIKOD GUGTIUATOG OTMS TOV
LOVOKVTTAP®Y,  OVOETEPOPIA®Y, mNoowoPilwv o meployés Aolpméng Kot
tpavpatiopov [502-507]. H petavaotevon kuttdpov Umopel vo mpooTatedEL TOVGS
16T00C, eVioyboVTaG TNV EMOVA®ON Tov Tpadpatog [502-507], tv avayévvnon otov
Ko TV ayyeloyéveon [502-507]. H HMGBI1 mpodyet emiong tv avayévvnon 1otov pe
YNUEOTOKTIKY] E€VEPYOTOINOT TOV PAOCTOKLTTAP®OV KOU HE TOALOTAACIACUO Kot
dapopomoinom woPAAGTOV, KEPATIVOKLTTAP®YV, evooOniok®dy [662] kot ayyslokmv
Agiov puikov kottapov [663], to omoio emiong otportoroyel. Mdlioto, Exel
neprypapel  mog m ewyeving  yopnynon HMGBI1  mpokadel petavdactevon
eVOOONAMOK®V KLTTAP®V pE d000eEAPTMEVO TPOTO [664]. MdAoTO, AVOPEPETUL TOG

n  HMGBIl-erayopevn  HETOVACTELON  KLTTOP®OV  OAOKANPOVETOL  HECEH
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onpatoddTnong pe to dapepPpovikd vrodoxéo RAGE oty emopdveia tov kuttdpov
[577, 660-666]. Eivar yvootég axoun, oo HMGBI1-uesolafodueves anokpicelg ot
oNYM, OM®MG 1 OYYEWKN KOl 1O0TIKH VLAEPIOMEPATOTNTO, TPOCKOAANGY KoL
LETOVAOTEVOT AEVKOKVTTAP®OV Kol £KQpactn popiov mpookdAAnong [520-523].
Emunpdobeta, elvar onpovtkd va avaeepBet 0tL ) évapén dpdong g HMGBL anattel
™mv Omapén TPOLTAPYOLVC®Y QAEYHOVOI®V UEGOAAPNTOV amd To KVTTOPO TOV
tpavpatog [520-523]. ‘Etot epunvedetal o vyniog SeikTng HETOVAGTEVONG GTO OEly UL
pe vynia eminedo HMGB1 oty mepintwon o&elag @AeyHOVIG (TOPOTVEVHOVIKEG
oLALOYEG). Emmiedv, m amovcio TPOQAEYLOVOODV TapoyOVI®OV €PUNVEDEL TN
LEWOUEV HETOVAOTELGN OV TTapaTnPNOnKe oTig dWpwpotikés Y. Tpdyuatt, oty
Tapohoo PEAETN, Omovcio KATGAANAov pukpomeplBdAloviog dev mopatnpnOnke
emiong kopio emidpacn g yopnyovuevng avacvvovacuévng HMGB1 omyv
KUTTOPIKT LETAVAGTEVOT).

Ocov apopd TV UEWUEVT KVTTOPIKY] HETAVACTELGT €Ml LYNA®V EMTEd®V
HMGBI1 otic kakonfeig Y (ypoévia @Aeypovn), elvar yvootd o1t 1 eEokvttdpio
HMGBI1 éyet duttdé poéAo o1OV KOpKivo: apevdg evepyomolel kot mposhapPdver
OVOGOKVTTOPO  amopoitnTe  yio TNV KopKwvikny kdBoaporn deyelpoviog v
OTOKOTAGTOOT) 10TAV (OVTIKOPKIVIKY dpAcT), KOl APETEPOL, TPOAYEL TN (QAEYHOVY|,
LETOVAGTELGT]  KOU  KOPKIVIKN]  UHETAOTOON ®C “DTOTPOQOS” TOL  KAPKivOoy
(mpokapkvikn dpacn). [620, 667-669].

ZOUTANPOUATIKE, VTAPYOVY OVOPOPES TOL GLGYETICOVV T HEL®UEVA KOl OYL
avénpéva eminedo HMGBI1 pe adénon g 16TIKNG amoKoTAoTAONG GE TEPUUATIKA
povtéla emipoov [670]. AAAN pekétn avaeépel 6t N peiowon tov enmédov HMGBI1
o010 mepPEAlov TOL TPAdUATOS HE ¥pNon TuPoLPKoL aBvAecTépa (avTay®OVIOTH

HMGB1) odnyel o onuavtiky avénon g 6TIKNG OmoKATAGTOoNG, TS cuvbeong
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KOAAOYGVOL Kot TG dUVaUNG Un-0pavong tov tpadpatoc. ‘Exet mpotabet pdiioto o1t
N endoon Tov woPlacT®V emipvog in Vitro pe avacvvovacpuévny HMGBI pmopel va
odnynoel og peimon g ovvleong kolhayovov [670]. Emmiéov meprypdopetar o6t1, 1
eEoyevic HMGB1 avootédiel emiextikd 1 VEGF-goptopevn petoviotevon
evoonAlaKk®V KuTTtdpwv Tvevpovikng aptnpiog [509]. Emopévoc n HMGBI1 mov
exhbeTol omd Tpavdua 10ToL ¢ aAapuiviy, umopel va efacbevioel teMkd TNV
€MOVAMOT) TOV TPAVUATOG.

[No v epunveio tov mapardve svpnudtov, ot Zhang kot ocvv. [670]
npoteivouv 6Tt 1 HMGB1 gkkpivetor evepyntikd amd to KOTTOPO, TPOVUATOG METE
amd O1Eyepon aVTOV amd AAAOVG eAeyuovmdels mapdyovieg (0nwg TNF-o i 1L-6)
OpAOVTOG MG aAapuivny Kot dleyeipovtag pe T Gepd TG TO KOTTOPO TPOVLOTOS VOl
anmelevbepm®GOVY TEPIGGATEPOVS PAEYUOVDOELS pecoraPntés (omwg TNF-a, IL-1a,
IL-1B , IL-1RA, IL-6, IL-8) [670]. Tehkd omotéreopa givar va. epmodiletarl TEMKE 1
oOyKAEIoN AOY® UI0G TOPATETAUEVNG PAEYHOVMDOOVG dradikaciog [670]. Emmpocbeta
n HMGBI1 éyet avagepbet 611 emdryel v Ekppaon g petorronpoteiviong (MMP)-
9 1 omoia eivar éva amd to KOpla éviuopo mov eumAékovtal oTn OACTACT) TNG
eEokuttaplog Oepélag ovoiag Kot oty amokodouncn tov koAlayovov [670]. H
HMGBI1 peidverl  ovvBeon kov/n avEAvel TV amotkodOUnoT| ToL KOALAYOVOL HEGM
EVOG unyoviopov mov dtopecorafeitor and tov RAGE [667].

H o¢ Pd&Bog xatavonon tov poAOL NG aAapUivig 6€ UNXOVIGUOVG IGTIKNG
emd10pbwong puropetl va fondfcel oy avdmtuén vEwv 6ToxeLUEVOV BEpATEIDY TOGO

omv oeia 660 KoL 0N YPOVIa VOGO Tov LITECWKOTOA.

172

Institutional Repository - Library & Information Centre - University of Thessaly
18/05/2024 15:47:16 EEST - 3.147.193.245



711 In vitro emdpdaocelg TWV XAUNAWVY KAl UYPNAWV CUYKEVTPWOEWV
HMGB1 kaBwg kai Tng avaouvduaouévng HMGB1 oTto oXnuaTiopo

KUTTAPIKWYV o@aipoeidwyv MeT-5A KUTTApwV.

H yvéon 6cov agopd v emidpaon g HMGBI1 omv wavémmrta twov
LEGOOMAMOKAOV KVTTAP®V VAL SLOUOPPOVOVY KVTTAPIKA COOIPOELT, lvar eldeung. O
QowOTLTTOG OWTOG avtavakAd v avotnta dakvttopikng (cell to cell interaction)
OAMNAETIOpaONG KOU TPOGOIOEL TO HOVOOIKO TAEOVEKTNUO TNG TPLOOLACTATNG
OTEIKOVIONC. TN UEAETN poG, UOVO oty Tepintmon o&elag PAeyHoviS dNAadn GTO
delypor g mopamvevpovikng YZ pe vynAn ovykévipoon HMGBI1 edvnke n
KOVOTNTO. GYNUOTICUOD GOOIPOEWMV TO OTOI0L YOPOKTNPLOTIKA €OV ONUOVTIKA
pewmpévn mepipetpo kata 40% o cLYKPION UE TO GPALPOEWES TOV SLOUOPPOONKE
amd v opdada er&yyov. To ebpnua awtd vIodNA®VEL 6Tt Ta VYNAG entineda HMGBI1
o€ MEPWMTMOELS OEElOG QAEYHOVIG WUTOPOLV VO OONYNGOLV GTNV  OlLOKLTTOPLKN
OAANAETOpaoT  OL  €ivol  OMNUOVTIK YO TNV €TOVAMON TPOVUATOS Kol
emovapecodnionoinon g vrelokotikng oTPfadoc. EZnpoviikd  edpnua TG
TOpoVCaG HEAETNC NTav OTL 1 Yopnynon avacvvovacuévng HMGBI1 enédpace otnv
KOVOTNTOL  CYNUOTICHOD  KUTTOPIK®OV CEOIPOEO®V UE O0G0eEapmdUEVO  TPOTO
(OTOTIOTIKG GNIOVTIKY EMidpooT o€ cvykevipwoets >100 ng/ mL). Yrdpyet povo pua
BipAoypoaeikn avaeopd oto mhaicle aflomoinong Tov €YYEVOUG GVOGOMOUNTIKOV
GLGTNUOTOG -TOV avVTlYOVeV opddag aipotoc- yio  Oepomeion Tov Kopkivov TOL
pootol, oty omoio mePtypdeetal OTL 1 £KOPOACT OvTlydvov Tng opdoag A g
EMPAVELNG TOV €PLOPOV opocpupiov Bo UTOpPoVGE VO TPOKAAEGEL AVOGOYOVIKO
KLTTOPIKO Bdvato mov dtapecorafeiton Kol eKTpocmOTEITOL 0md To LYNAL emimeda
HMBA1 e£okvttopiog mov odnyovuv LE TN GEPA TOVG GE CNUAVTIKY HElmorn g

KOVOTNTOG GYNUATIGHOD GOOPOEW®V amd Ta Kapkvikd kdttapa [671].
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KEDAAAIO 8: Zuptrepdopara

Avakeparaidvovtag, ot adapuives IL-33 ko HMGBI1 givon molvAeitovpyikég
TPOTEIVEG e POLO OV TOIKIAEL OVAAOYO LE TO KLTTOPIKO OLOUEPIGUO GTO OTOi0
eopdlovtat. ZopupeTéyovv o€ TOKIMO PLOAOYIK®OV AETOVPYIDV, OO TN PYOoT
OVOGOAOYIK®V OTOKPICEWV, GTN O10TNPNOT TNG OUOLOGTACNG, GTNV IOTIKI EMICKELY|
Kol ovodlopdpemorn. H onpatodotikn toug 0pdon oAOKANPpOVETOL LETO 0O GUVOEST
toug pe PRPS 6mtmg pe toug dropepfpavikovg vrodoyeig ST2 kot RAGE, avtictouyo.
EEwkvutropiog ot doAvtég wwopoppéc SST2 kar SRAGE deopevovv 11 alappiveg
eUmodilovTag TNV eVOOKLTTAPLO GIUAVOT).

Ocov agopd TOV TPOGOIOPIGUO TNG CLYKEVIPMONG TOV UEAETOVUEVOV
TPOTEVAOV G SUSPOUOTIKEG, KOKONOEIS Kol TOPATVELUOVIKES Y, omd TNV Topovoa
LEAETT) TTPOEKVYE OTL OEV VINPYAY GTATICTIKA CTUAVTIKES OLLPOPES GTY| GUYKEVIPMON
¢ IL-33 ot tov sST2 petald tov tpuov tonev YXE. Qotdco, to eminedo g
HMGBI1 ftav onuovtikd youniotepo otig Sudpmpatikéc YX o€ GOYKPLoN UE TIC
eCpopatikéc Y. Avtiotpo@o MTOvV TO OTOTEAEGHO TOL TopatnPNONKe Yoo To
enineda tov vrodoyéa SRAGE. Eivat evdlopépov paiota 6tt oo HMGBI kot SRAGE
pumopovv va dwokpivouv to dudpopate omd ta e&wdpoupata. Mo mpot @opd
a&lohoynOnke 1 dyvootikn akpifela avtdv ota vooruata tov vrelmkota. H ROC
avdivon aviyvevoe mog N T 7,48 ng/mL yw v HMGBI1, eivar onpoavtikd
evaiocOnt (100%) oe eninedo eWduoOTTOG 85% Y100 TN SLAKPION TOV SUSPOUOTIKDV
a6 tig eEvpopotikés Y. Eniong, n ywn 1215,72 pg/mL yw tov SRAGE, &ivar
onuovtikd gvaiochnm (100%) oe emimedo ewdwotrag 77% vy ) Sbkplon ToV
SUSPOUOTIKOV 0o TIG eEOPOUOTIKEG Y.

Agv mapotnpnnkoav oTaTioTiKd oNUovTIKEG dopopes HETAED TV EMTEd®V

™ IL-33 1 Tov SST2 1oL VelwKoTIKOD VYPOD GE GYEGN UE TNV NAKIA 1} TO VA0 TV
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acBevav. A&womnueiota, mopatnpnbnke o e€aptopevn amd TV MAKia
dwpoponoinon tov emmédwv HMGBI1 kot SRAGE oty vrelmkotikn KotldtnTa.
Aw@aivetor ®G €K TOVTOL OTL pe TNV ovénon g MAkiog emnpedlovior ot
emdopbotikol  pnyoaviopol tov vrelwkota. Agv  mopatNPNONKOV  OMUOVTIKES
drapopéc tav eninedwv tov HMGB1 kot SRAGE cg oyéon e to pOAro.

Emunpdobeta, n IL-33 mboavototo mpokOTTEL ¢ TPOIOV TPAVUATIGHOD TV
HEGOONAMOKAOV KVTTAPWV OTIS SUSPOUOTIKEG YZ KOl G TPOIOV OoOAVONG OTIG
kakonfelg YX. Emiong, 1 HMGBI1 ovoyetiomke pe 1o emimedo tov gpubpmv
OLLOGQOPI®V KOl TOV AEUPOKVTTAP®V OTIG Kakon el Y.

Ocov apopd Ti¢ N VItro emdpacelg Tov yapmiov Kot VYNADV GUYKEVIPOGEDY
IL-33 otOoUg VIO pEAETN KLTTOPIKOVG (OVOTLTOVS ToV Kuttdpov MeT-5A,
napotnpnOnke Ot ot kokondelg YX to dsiypo pe vynAn ovykévipoon I1L-33
00N yNoE G€ ONUAVTIKA UEYOADTEPT) TPOGKOAANGN KOl HETOVACTELGN TOV KOTTOP®V
MeT-5A ovykprtikd pe to delypo pe yopnAd emimeda 1L-33. Avrtictpoga, oT1g
TOPOTVELHOVIKEG Y, TO Oelypo pe younAn ovykévipoon IL-33 odnynoce oe
ONUOVTIKA HEYOADTEPN TPOCKOAANGCT Kot HETAVAGTELON TV KOTTOpV MeT-5A
CLYKPLTIKA pe TO Ogtypo pe vynAn ovykévipmon IL-33. Ztic dudpwpatikés Y, dev
napoTnPNOnKe Slopopd GTNV KLTTOPIKT TPOGKOAANGN KOl LETAVAGTELGT HETAED TMV
delypdtwv pe vynAn M younAn ovykévipmon IL-33. Zvumepaivoope Aowmdv Ot 1
enidpaomn g IL-33 enl TV KLTTOPIKOV POVOTOITTOV S10POPOTOLEITAL OVAAOYA LLE TO
YPOVO TNG PAEYLOVAOOVG S1aOKOGTI0G KOl TOV TOTO TG Y.

Avoopikd pe TG InN VItro  emdpdoel; TV YOUNA®V KOl DYNAGV
ovykevipooewv HMGBI1 otoug kuttapikods goawvotimovg tov kuttdpov MeT-5A,

ota detypata pe vynAn ovykévipoon HMGBL mapatmpnOnke: onupoavtikd avénpévn
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KUTTOPIKY TPOCKOAANOT GE GUYKPIOT| UE TO JElyHOTA TOV ENMACOHNKAV e YOUNAN
ovykévtpoon HMGBL1 kot otovg tpeig tomovg Y.

Awpopomoinon mapatnpinke O6cov agopd v In Vitro enidpacn TV
YOUNA®V Kot vynAov cvykevipocewv HMGBI ot petavdctevon tov Kuttdpmv
MeT-5A avdroya pe Tov OO ™G Y KO TO XPOVO QAEYHOVIG. ZVYKEKPIUEVA, OTIG
JudpwpOTIKEG Kot kaKon0elg Y mopatnpnonke xaunAdtepog 0eikng LETAVAGTEVONG
ota Ostypota pe vynAn ovykévipoon HMGBI, evd otig mapomvevpovikés Y,
napotnpNOnKe HEYOADTEPOG OEIKTNG UETOVAGTELONG OTO OeiyloTo HE VYNAN
ovykévipoon HMGBL. Téhog, povo to deiypa ¢ Tapamvevovikng Y Le avEnpévn
ovykévipoon HMGBI1 katépbmoe va Stapopp®cel KUTTOPIKO GOALPOELOES.

Ocov apopd T1g tn vitro emdpdoelg ¢ avacvvovacpévne IL-33 oty
TPOCKOAANGY KOl LETAVAGTEVOT) TV KuTTapv MeT-5A mapatnpnbnke 611 adénon
™G SLYKEVIPOONG TG avacuvdvacpévng IL-33 peiwoe v kuTtTaptkn petavactevon
TOV KOAONO®V HECOOMAIIK®OV KLTTAPOV HE J0GOEEAPTAOUEVO TPOTO (GTATIOTIKG
ONUoVTIKG amoteAéopato yioo TwéG >1 ng/mL). Agv mopatnpnonke onpovIikn
eMOPAOT TOV JAPOP®V CLYKEVIPMOOEMY avacvvovacuévne IL-33 oty xuttapikn
TPOCKOAANON.

YyeTIkO Pe TG vitro emdpacels g ovoaocvvovaouévng HMGB1 oy
TPOCKOAANGY], WLETOVAGTELCT KOl GTO GYNUOTIGHO KLTTOPIK®OV COUIPOEWDV TMV
kuttdpov MeT-5A, mapoatmpndnke o6t n ypnon avacvvovacpévng HMGB1 oe
ovykévipoon 50 ng/mL peiowce onpoviikd Ty KLTTAPIK] TPOCKOAANGN T®V
KOAONOOV LEGOOMMOK®OV KVTTAP®V, EVO GE GLYKEVIPAOCELS {GEG 1| LEYUADTEPES TMV
100 ng/mL peidoe v ikavOTTo GYNUATICHOD KUTTOPIKOV o@upoed®mv. To gvpnua
avtd vrodnAdvel O6tL T vVynAd eminedo HMGBI pmopovv vo odnyncovv oty

SOKLTTOPIKT OAANAETIOPAOT) TOV EIVOL CTULOVTIKY Y10l TV ETOVAWMGT) TPOVUATOS KOt
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emovapecsodnionoinon g vrelwkotikng otpddas. Asv mopatnpnbnke Kdamwolo
eMIOPAOT TOV YOPNYOVUEVOV GLYKEVTIPMOGE®MV NG avacvvovacsuévng HMGBI1 oy
KUTTOPIKT LETAVAGTEVOT).

Ta gvpnudto vt g HEAETNC vToypappilovy €vav avadvopevo poLo TV
onuotodotik®v a&dvav 1L-33/sST2 kar HMGB1/sSRAGE otv mabogucioloyio tomv
peietovpevov Y. @aivetal mmg avtdvoua 1 6€ cuvovacud Pe GALO GNUATOSOTIKA
popla  emdpodv  oTovg  EMOOPOOTIKOVE  pNYOVICHODS NG TPOVUOTIGUEVNG
peconiokng otfdoag Om®G GTNV KLTTOPIKY TPOOKOAANGY|, UETOVAGTELON Kot
wKovomTa oynuatiopod cealpoeddv. Eivoar BéPato 0Tt o1 mpwteives amoteAovv
VOTOOTOGTO  HEPOG OGS OUVOETNG QAEYHOVAOOOLS OTAVTINGOTNG 7OV  EXEL MG
ATOTEAEGLOL TNV OTOKATAGTACN 10TMV 1 T PAGPN Tov velwkdta. H @appokoroykn
otoxevon avtov Twv DAMPS umopel ocvuvendg va givor enoeeing. Qotdco, ot
alopuives €xovv TEPITAOKOVG TOTIKOVG POAOLS Ol 0moiol EaPTMOVTOL amd TN UETO-
LETAPPOCTIK TOLG TPOTOMOINGCT, TNV O0&EW0UVay®YIKY KOTACTAGY TOLG, TNV
KUTTOPIKY TNYN TOLG, Tn OEGUELGY| TOVUG HE OLLPOPETIKOVS SOUUEUPPAVIKOVG T
dtAvTtovg vmodoyeic. Me 1 véa yvodon coedc avaddovtol Kot vEN £POTALOTO
oXETIKA pe Tov akpPn maboeuoioroyikd poéro tov arappvev 1L-33 ko HMGB1
KaBdg Kot TV SeAVTOV VTodoxEmv Toug SST2 kat SRAGE ot voco tov vre(wkota,

nov xpNLovV TEPUTEP® dEPEVLVNONC.
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Summary

Interleukin 33 (IL-33) is a nuclear cytokine from the IL-1 family which is
constitutively highly expressed in barrier sites, acting via the suppression of
tumorigenicity 2 (ST2) receptor. On the other hand, high-mobility group box 1 protein
(HMGB1) is a chromosomal multifunctional redox sensitive protein. Many actions of
HMGBL1 are mediated through the receptor for advanced glycation endproducts
(RAGE). Both molecules serve various roles in different cellular compartments.
Extracellularly, they act as alarmins with multiple roles in immunity and cell
homeostasis. Productions of I1L-33, HMGB.1 and soluble forms of the receptors (sST2
and sRAGE, respectively) have been implicated in several pulmonary diseases. Both
axes have been scarcely investigated in pleural diseases. The aims of this thesis were
to determine the levels of 1L-33 and sST2 as well as HMGB1 and sRAGE in
transudative (TrPEs), malignant (MPEs) and parapneumonic (PPEs) pleural effusions
(PEs) and investigate the effect of PE fluids with low and high IL-33 or HMGB1
levels on MeT-5A cell adhesion, migration and sphere formation. Further,
recombinant 1L-33 and HMGB1 were separately used to assess effects on MeT-5A
adhesion, migration and sphere formation. 1L-33 and sST2 levels were similar among
TrPEs, MPEs and PPEs. However, HMGB1 and sRAGE levels were significantly
higher and lower, respectively in exudative pleural effusions compared to TrPEs.
HMGBL1 and sRAGE levels can effectively discriminate transudates from exudates.
Remarkably, HMGB1 and sRAGE levels are differentiated between various PEs in an
age-dependent manner. A significant positive correlation was found between IL-33
and LDH in TrPEs and between IL-33 and red blood cells (RBCs) in MPEs, while
sST2 correlated with lymphocytes in TrPEs. HMGB1 was positively correlated with

RBCs and lymphocytes in MPEs. No correlation was found between sRAGE and
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cellular or specific biochemical characteristics of PEs. Furthermore, we found that in
exudates (MPEs and PPESs) high or low levels of I1L-33 had significant differential
effects on MeT-5A adhesion and migration, while no effect in both cell 33 phenotypes
was determined for TrPEs. Further, based on etiology high or low levels of HMGB1
have differential effects on mesothelial cell adhesion, migration and sphere formation.
Moreover, significantly decreased MeT-5A cell migration was found when higher
concentrations of recombinant IL-33 were used. 50 ng/mL and 100ng/mL of
recombinant HMGB1 significantly decreased cell adhesion and sphere size,
respectively. These results highlight the emerging role of the IL-33/ST2 and
HMGBI1/sRAGE axes in pathophysiology of pleural disease. However, further
research to improve our understanding of both signaling pathways in pleural
homeostasis and disease will be essential to translate aforementioned findings into

clinical practice and be able to predict benefits and risks of evolving therapies.
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