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Euxoaplotieg

H SutAwpatikn pou epyacia ota mAaiolad TOU METATITUXLOKOU TPOYPAUUATOCG «KALVIKEG
Edapuoyéc Moplakng latplkig»  ekmovnBnke oto Epyaotriplto Avoooloyiag Kot

lotooupBatotntac tou TuRpatog latplkig tou Mavemniotnuiov OscooAiog.

OMlokAnpwvovtag tn Jetamtuylakn pou Siatplfr, Ba nbsha va ekdpdow TIC BepUEg
EUXAPLOTIEG HoU ota HEAN TG Tplueloug Emtpomnig. 18waitepa, Ba nBeha va suyxaplotriow
Tov eniBAEnovta kabnyntn pou Avaminpwtr Kabnynti k. MatBaio IneAéta yia tn Bonbela,
™ otnpeLEn Kat tnv kabodnynon tou 6Ao autd To Stdotnua. Me oAU ektipnon, 6a nBsAa
eniong, va guyaplotiow tov Kabnyntry Avoooloylag- lotoocupfatotntag k. Avaotdaoto E.
Fepuevn kat SteuBuvtr) tou Epyaoctnpiou, ou pe d€xtnke w¢ PEAOG TOU gpyaotnpiou Kal
Hou TpOodePE T UALKA HECA YLA TNV OAOKANPWON TNG SUTAWMATIKNG HoU gpyacia. Q¢ LEAOG
NG TPLUEAOUC eTutpomig, Ba nBeAe va €uXapPLOTAOW YLOL TNV CUMUETOXH TOU KOL TOV

KaBnyntn Neupoloyiag k. lewpylo Xatlnyswpyiou.

Avektiuntn umnpée n Ponbela mou pou mpooEdepav OAa Tta UEAN Tou Epyaotnplou
Avoooloylog kol lotooupPatotntag tou Mavermotnuiov Osoocaliag. Euxaplotw TIg
METAOLOOKTOPIKEG epeuvnTple EuayyeAia lpapoutoiavou kat Mapia Zapovakou, TIG
SL60KTOPIKEG doltNTEC NIKOAETOL Apy£viou Kot Avilyovn Mopdpa yio TG TIOAUTLUEG
OUMBOUAEC TOUG KOl TLG LETATTUXLOKEC doltnTpleg Katepiva Kapnviwtn kat Elprivn ZeBdahn,
koBw¢ Atav Simha pou kaB' OAn tn SlapKeld TG EPEUVNTIKAG S0UAELAG pou. Emiong,
guyaplotw Slaitepa tnv Euvayyelia Kopopoutn, TeXVoAOyo TOU gpyactnpiou yla thv
moAUTIun BonBela tng, Tnv av ToavioUAa, Owg €NioNg Kol OAA TA UTIOAOLTTAL LEAN TOU
gpyaotnpiou ywa tv dgoyn ocuvepyacia KalL tnv guxdpLotn otpoodalpoa Kab OAn tnv

SLapKeLa TNG TTOPOUOVAG OV OTO £PYACTHPLO.

Télo¢ Ba ABsAa va eUXOPLOTHOW TNV OLKOYEVELX HOU yla TNV YuXOoAoylKA Kal UALKN

UTooTN PLEN TIoU TTPOodEPOUV 0 OAN TN SLAPKELX TWV OTIOUSWV OV .

Institutional Repository - Library & Information Centre - University of Thessaly
10/04/2024 12:04:27 EEST - 3.228.24.70



Meplexopeva

AL TEVLKO IMEPOG........ooeeeeirierietiet ettt et et et ete et s eaeeeeas aeraesaesaes e nae s nes 7
AL ELOOYWY N tenteeteereeteere et ee v eevees ettt ae et e e et e sbesbesbe et sasansansanssesenns 7
A2, AYVELOOIONMIOL. . cvecvecvecre e tereereer et ettt et see st eaesbeebe et sananneneanssesenns 8
A3. KAWLKN €LKOVO TOU KAO......coiirieieetieieeeeeeeete et ettt et e 11
A4. ALAYVWON TOU KA ....cuiiiiieieeeeie ettt ee e eveevees s et besbesbes e e 13
A5. Moplakn TIOOOYEVELD KAO........cceeueeeee et ettt e e e 14
AB. MAPAYOVTOC HAZEMAN......ceeeeeeeereereet ettt et et et et see e e e seneens 17

AB.1. IOTOPLKO UTIOPBOOPO....c.uueerecteeeeetieceeeteceeereetreee e eeeeraenesseenna L
A6.2. Xaptoypddnon TOU FXIl ..eeeeeeee e eevveennn 17
AB.3. DO TOU FXIleeticeeieieeecee ettt ettt svee e et e enae 18
A6.4. DUGLOAOYLKOG POAOG TOU FXIl.eeieie 000 22
A6.5. O moAupopodlopog T46C tou yovibiou tou FXII......................23

A7, YTIOOOKEIG Bttt ettt ettt et e v eteer e er e s 25
A7.1. IOTOPLKO UTIOPBOOPO. .. .ueerrecreeereetieeeste vttt e esreesressreene e e 2D
A7.2. To oUotnua Taélvopnong Twv BK umtoSoxEwv.......c.ueeeeeeee... 25
A7.3. TEVIKEG TIANPODOPLE . .ecvverecrecerrerreee e ee ettt et ere e ees e saeere e 26
A7.4. OucloAoyia TV B1 UTTOSOXEWV....cuveuveeeeeeeieciecee e e eeenn 27
A7.5. O moAupopodlopoc -699G>C tou yovidiou tou BDKRBI.......29

A8. EPEUVNTIKI UTTODEGN ... .civveerretecteceeeettee et eeraetee st cve s aenaeennesbesvaens 30
AL, TKOTIO ... eeuveereierietreieeeteeeeereeseeeteeaeesbeae sbesssaesaessensaesaeanssesseensessessesesaens 31
B. EL61k0 M£p0G- YALKO Kot MEBOSOAOYIAL............ccoveeevevecreeericieeie e 33

B L. YALKO oot eee et eeeeeeeeeeeeeeeeeesseesesaseaeesesaeasnsnneseesessanaseeessessnnssssnesesesesnsanennes 33

Institutional Repository - Library & Information Centre - University of Thessaly
10/04/2024 12:04:27 EEST - 3.228.24.70



B1.1. BLOAOYLKO YALKO...ccvviureuieunieieieteeteeteetesteereeseeneesseseeseeseessennns 33
B1.2. EpyaotnplakOG EEOTIALOUOG. .. ..ccce e ceeeeceeeeeeereereeries e 3D
B1.3. AVOAWGLUO AVTLOPOAGTPLO.....eevererrernereeneneneeseesreseesneereens 30
B2. MeB0SOAOYLO KOL TEVIKEG APXEG...cuiceerrrerrerrerrerrerreereeneeeeseeseessesseeseen 37
B2.1. Amopovwon FeVWULKOU DNA..........cvcveeeeeeeeeeceesesienie e 37
B2.2. AAucldwtn Avtidpaon MOAUMEPAONG....cevrerereererrerreereeneen 39
B2.3. NEYN e EVIUUA MEPLOPLOUOU .....oceeeeveereereereereervervenrenrenneenn 42
B2.4. HAektpodOpnon o€ YEAN AYAPOTNG....ceveererrerrecrecrecrecreennen. b4

B2.5. KaBaplopdg twv npoiovtwv PCR pog avaAuon
OAANAOUXLOG BACEWV ....eveveerirecre et ceeerveeeneeereeeneen 45

. ATEOTEAEGHLOITOL ...ttt et eteete et seeeneeneeeenssesaessesaessesbessessennsesenes 47
I'l. HAekpodopnon oe yEAn ayapolng Twv mpoloviwy MEPG............. 47

2. AAA\nAoUxlon Twv MPoioviwyv TN¢ aAucldwTn ¢ avtidpaong
TEOAUILEDOLONG v eeveerrernreereetressteteessessesereessenssessesessessenssessesesesssensenssesseenes 48

3. ZTOTLOTLKI) OVOAUG e uieueecerireerteesreeteeeaetneeeseeseesaesasesesseenssessenssessesnnes 49
3.1. Itatiotikn avaAuon yla tov moAuvpopdlopd FXII-C46T.....49

3.2. ZTatTloTikn avaAuon yla tov moAuvpopdlopd BDKRBI1-(-
BTG D).t ettt ettt e st et s neaaens 52

D ZUTATNION .ottt ettt et ettt et v ees st e e saesessesaes e steeaeans senannee 55

BUBALOYPODUOL.......coveevecreceeitieeecie et ettt et eeraerte e saesteseraessesnesreeneensaesene DO

Institutional Repository - Library & Information Centre - University of Thessaly
10/04/2024 12:04:27 EEST - 3.228.24.70



Zuvtopoypadieg

ACE

Activated partial thomboplastintime, aPTT
B1 receptor, BIR

B2receptor, B2R

BK

C1 inhibitor, C1-INH

Cytokeratin 1, CK1

High Molecular WeightKininogen, HWMK, HK
Factor XII, FXII, Factor Hageman

Factor XIl fragment, XIIf

Inflammatory Bowel Disease, IBD

Low molecular weight kininogen, LMWK
Plasmakallikrein, PK

Prekallikrein, Fletcherfactor, PPK
Polylcarboxypeptidase, PRC

Receptor of the globular head of C1q, bC1gR
Tissue Kallikrein, TK

Tissue Factor, TF

Tissue Plasminogen Activator, tPA
Urokinase Plasminogen Activator, uPA

Urokinase plasminogen activator
receptor, u-PAR

KAO
EAO

AVOOTOAEQG TOU HETOTPETTIKOU EVIUPOU 1 Kvivaon I
Evepyomolnpévog xpovog LePLknG Bpopfomiactiving
Yrodoyéag B1
Yrodoyéag B2
BK
Avaotoléag tng C1 eotepaong
Kuttapokepartivn 1
Y{nAoUpopLakou Bapoug Kivivoyovo
MNapayovtag Xl
TurAua tou mapayovta Xl
DAeypovwdng vOoOoG TOU EVTEPOU
XopunAou poplakol BApoug KVvoyovo
KaAAkpeivn mAdopatog
MpokaAAkpeivn
MoAuvAkapPolunentibdon
Yrodox£ag tng odatpikng kedbaAng tou popiou Clqg
loTkr KaAALKPELVN
|OTLKOG TTOpAYOVTaG
I0TLKOG EVEPYOTTIOLNTAG TOU TIAAGLVOYOVOU
EvepyomolnTrig TnG oupOKLVACNG TOU TTAALOLLLVOYOVOU

Yodox£0¢ TOU EVEPYOTIOLNTH TNG OUPOKLVAGNG
TIAQLGLLVOYOVOU

KAnpovouiko Ayyelooidnua
Emtiktnto Ayyelooidnua
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A. Teviko Mépog

Al. Elcaywyn

To KAO eival pia yevetikr mabnon, mou KANPOVOUEITOL UE CWHATLKO ETLKPATOUVTO
TPomo. Xapaktnpiletol amd enelcddla gudaviong Tomikol oldriuoto¢ ota PBabutepa
OTPWHATA TOU OEPUOTOC, OTOV EVIEPLKO | OTOV QVOMVEUOTIKO PAevvoyovo Kal eival
autoneplopldpevo.” H vdoog pmopel va odnyroetl o umoBddpLon tng modtnTog WAG,
okOpa Kat oto Bavato. H maboyéveon g acBévelag odelhetalr r oe €ANeupn n o€
MeTAAaEn pag mpwteivng mou ovopdletal C1-INH. Auto €xel w¢ amotéAeopa eite tn
XAUNARN TooOTNTA TG MPWTEIVNG 0To TMAACUA (TUTou ) eilte TN HELWMEVN AELTOUPYLKOTNTA
¢ (tumou 1). Ko otig Suo meputtwoetg epdavifovrat ta iSta cupmrwpata.” O C1-INH sivat
0 KUpLoG puBulotig Tou FXIl kal Tou cuothipatog enadnc. Etol, n avendpkela tou C1-INH
£XEL WG OmMoTéAeopa TNV UMEPPOALKN €vepyomoinon Tou cuothpatog emadnc Kol Kotd
OUVETELA TNV auénuévn mapaywyr BK.> Ot kpioelg owdrpatog opeilovtal otnv maboloyik
ouykévtpwon tng BK. H BK mpoodévetal otov umodoxéa B2 otnv emipdvela twv
evboBNAlaKWY  KUTTAPWY  KOL  EMAYEL  AYYELOSLAOTOAN KAl  auENUéVn  ayyELOKN

Slamepatotnta.’

AKOUN Kot av n yeveTikr Baon tou KAO €xeL meplypadel kol €xouv mpoodloplotel
oxebov 200 petaANAfelg péXpL onuepa oto yovidbto tou C1-INH (SERPINGI1)
(http://hae.enzim.hu), n maBoyéveon tou olSApaTOG Sev €xel aKdUn TARPWS KatavonBet.>®
H ocuxvotnta twv enelcodiwv dev cuoxetiletal oUte pe tnv nAkia évapéng, olTe pe TtV
EVTOTILON 1 TN 00POPOTNTA TOUC Kal eival LoLaitepa HeTOPANTH AKOUN KOL LETALY TWV LEAWV
HLOG OLKOYEvelag Tou dépet TV (Sta petdMaén.”?® To eidog kat n Béon tng MeTEANAENC
UMopouV va TopEXouv Uovo evdeifelg yia to av to KAO eival tomou | i I, ala Sev
TapEXOUV TANPOdOPLeEG OYETIKA HE TNV KAWVIKA Topeia Tng vooou. E¢aipeon amotelel éva
npoodato apBpo Mou CUVEEEL TIG MAPEPUNVEVOLUEG METAAGEELS e NTLOTEPN Hopdr TNG
aoBévelac.® MNa autd, eivae mBavo ot kot dANot TteptBAAAOVTLKOL KAl YEVETIKOL TTOPAYOVTES

£KTOG TOU yovidiou tou C1-INH £xouv kamola enidpacn otnv ekdnAwaon tng vooou.
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A2. Ayyslooidnua

To ayyelooibnua sival n taxela Sloykwon (oiénua) tou §€ppatog, Tou uOdOpLOU
LoToV, Tou BAevvoyovou Kat Tou urtoBAevvoyodvou Lotol.® Tafvopeital eite wg KANPOVOULKO
gite wg emniktnto. To EAO ocuvrnBwc mpokaAsital and aAepyia kal epdaviletat poll pe aAla
AAEPYLIKA CUMMTWHOTA Kat Kvidwon.™ Mmopei eniong va epdaviotel we mapevépyeta oe
oplopéva pappaka, WSlaitepa otouc avaotoleic tou ACE.' To KAO mpokoAeitat amd
VEVETIKA METAANQEN TIOU KANPOVOUELTAL PHE OCWMATIKO EMKpaTOUVTA TPOTo (etkdva 1).2 H
ouxvoTNTA Tou eival xaunAn, petafv 1:10.000 £wg 1:50.000. To KAO xapaktnpiletal ano
avendpkela Tou C1-INH mou €xel wG OMOTEAECUO TNV  EVEPYOTOLNON TOU CUOCTHUOTOG
enadng He ouvémela tnv ameAeuBépwon PBpadukivivng, n omola amoteAel Tov KUpLO

pecoAafnty twv kpioswv. >

Ewkéva 1. Tpomoc kAnpovouionc tou KAO™

Yridpyouv Tpelg popdég KAO:

Institutional Repository - Library & Information Centre - University of Thessaly
10/04/2024 12:04:27 EEST - 3.228.24.70



e To KAO tumou |, to omoio avtiutpoowrnevel T0 80% €wg 85%  OAWV TWV
TIEPUTTWOEWY, Xapaktnpiletal ano eAattwuevn ouvBeon tou C1-INH, Ta avtlyovika
KoLl TOL AELTOUPY LKA €TTMES O TOU OMOLoU OTOV 0pd TwV 0oBeVKV eivat ehattwpéva.'®
ErmutAéov, ta emimeda tou moapdyovta C4 TOU CUUMANPWHATOG TtopoucLalovtal
ENATTWHEVO OTOV 0pd KAl QUTO amoTeAel Slayvwotiko Seiktn.”” Ol peToMGEeLg oto
KAO tumou | ektelvovtal og 6Ao to yovidlo tou C1-INH odnywvtag otnv mapaywyn

' e ’ 18
un ducloAoyLkng mpwieivng mou dev ekkpilveTal.

e 1o KAO tumou Il (15 pe 20% OAWV TWV MEPUTTWOEWV) oL METAANGEELG 0dnyoUv o€
OVTLKOTOOTAOEL €VOC OMLVOEEDG, Kuplwg oTo géwvio 8 (oTo evepyd KEVIPO TOU
evlUHOU) KOL TTaPATNPOUVTAL OXETLKA PUOLOAOYLKQ, I AKOUA Kal auénuéva, emnineda
kukhodopiag tou C1-INH.” MapdAa autd o QUTA TNV MEPIUTTWON N TPWTELVN TTOoU
eKKplveTal Oev €lval AELTOUPYLKN, HE QTIOTEAECUA MELWUEVA AELTOUPYIKA emineda

y . . . I i 18
C1-INH oto mAdopa pe ducolodoylkd n auvénueéva avilyovika emnineda.” O
TEPLOOOTEPEC METOAAALELC €lval auBOopuNnTEG AMAPIVWOEL TWV HEBUALWUEVWVY

19

Kutooivwv twv vnoidwv CpG.” EmutAéov, ta emineda tou C4 mapdyovia Tou

OUMITANPWHATOC peLwvovTaL. ™

EvSladépov mpokalel 6tL oto KAO timou | kat I, urtdpyet éva pucLoAoyko yovidlo
EMOUEVWC N oUvBeon tou C1-INH Ba mpémel BewpnTikd va eival oto 50% TNG KAVOVIKNG.
Qot0600, 0TOo TUTIOU |, N GUVOALKA CUYKEVTPpWON TWV pwTeivwy Tou C1-INH eival cuyva moAv
ULKkpOtTepn (30% 1 Alyotepo), kal otn voco tumou |l puotodoyikég mpwrteiveg tou C1-INH
Alyotepeg amo TIG SUCAELTOUPYLKEG TpwTelvee. Mepattépw pelwon Tou ¢ucLloloyLlkou
yvoviblakol Tmpolovtog pmopel va oupPel Adyw tou aufnuévou KoataPoAlopol Tou
puotohoykol avtypddou Adyw TG evepyomoinong Kamowv mpwrteacwv,’t 1 Adyw

KQTOOTOAR G Tou MRNA TG PpuGLOAOYIKA G TpWTEivng.>>?

e To KAO tumou lll, odeiletal o OPLOUEVEG TIEPUTTWOELG OE UETOAAAEELS TOU yovidlou
FXIl, av KoL HOVO TPELG ATO QUTEG €XOUV TAUTOTMOLNOEL. ITIC UTTOAOLTIEG TIAPAUEVEL
Aayvwotn n attodoyia tou. H pla petdMaén odnyel o avtikatdotoon tng Bpsovivng
hue apywivn (Thr309Arg), n AaMn o avikotdaotaon Opeovivng pe Auoivn
(Thr309Lys), 6mwe kat n tpitn aAAd oe GAAN Béon (Thr328Lys).”® Mo cuyKekpLUEva,
Ol UTIOKOTAOTAOELG aplVOEEwy TIoU Teplypadnkav, Bplokovtal otnv mAolola os
nipoAvi meploxf tou FXII. Autr n meploxn, ¢aivetol otL mailel kamowo polo otnv
npocdeon tou FXIl os apvnuikd doptiopéveg emidavele¢ (HEOw TwWV Omoiwv

evepyoroteitat). Mpoteivetal otL ol LETAMAEELS AUTEG Ptopel va emnpedlouv Toug
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UNXOVIOpoUC TNng evepyomoinong tou FXIl pe emadr, He amotéAecpa va
SleukolUvetat n pn ductoloytkr evepyoroinon tou.?* O Tunog autds daivetal ot
ennpealetol anod To OpUOVIKO cuotnua, Kabwg éxel mapatnpnBel n ekdnAwor tou
og yuvaikeg kota tnv mepiodo NG KUNONG 1N UETA oo Beparmeia pe olwotpoyova.

ErutAéov, Ta emineSa tou C4 mopdyovta Sev petapdrovrat.”

Emiong, to KAO ayvwotng attiohoyiog mapouctalel ¢uclohoylka eminmeda

AettoupykdtnTac tou C1-INH evy ev mapatnpeitat petdAaén oto yovidio tou FXI1.2%

To EAO eival pla akopn popdn ayyeLoSAMATOG TIOU XOPOKTNPLlETAL Ao €MIKTNTN
avemdpkela tou CI1-INH, umepPoAwkny evepyomoinon 1tng KAaoolkng obol Tou

28,29

OUUTANPWHOTOG Kol EMAVOAAUBaVOUEVES KPLOELG OLOAUATOC To EAO Siakpivetal emiong

o€ 2 TUmoucC.

e O tumog | xapoaktnpiletal and sAattwpéva emineda TG00 TNC CUYKEVTPWONG, 00O
kal tng Spactikdtntag tou C1-INH kal mapatnpeital katd tn dtdpkela Tng mopelag
vOoWwV Twv B Agpdokuttdpwy (xpovia AepdokuTtaplkn Asuyatpio Kat ToAAQTAoUY
HuéAwpa).?®

e O tumog Il xapaktnpiletal and eAdTTwon tng SpacTIKOTNTAG Tou evIUHOU AOYW TNG
eniSpaonc avtoavtiowpdtwy.® Emiong wg EAO yapaktnpifovtal Siddopol TUmot
SeutepeuovTtwy avemnapkelwv tou C1-INH, 6nwg to ayyelooidnua mou mpokaAeitat
ard XopnyNnon CUYKEKPLUEVWY PapUAKWY KaTA TG untéptaong (ACE-i, avtoywvLoTEG

AT2R)*"*? kat To 18lomabéc ayyelooidnpa.®

Mivakac 1. Tumot ayyetooldnuatoc.

KAnpovoko ayyslooidnua

Tumovu | MetaA\aelg Tou SERPING1, XaunAd avTLYOVLKA Kot
Aettoupyika enimeda C1-INH

Turnou Il MetaM\aéelg Tou SERPING 1, GUGLOAOYLKA QVTLYOVIKA, aANG
XOUNAQ Asttoupyikd entimeda C1-INH

Turou 1l MetalageLg FXII, olotpoyovoeapTweVo

Entiktnto ayyslooidnuoa

Turov | Avenadpkela C1-INH, mapaveomAaoUATLKO, AUENUEVOC
kataBoAlopog tou C1-INH

Torovu |l Averntdpketa C1-INH, oxeTW{OUEVO UE OUTOAVOOEC

Slatapay£c, autoavtilowpata £vavtt tou C1-INH
KAO dyvwoTtng attioAoyiog Xwplg yvwotr) yevetikn attia, puotoroyikog C1-INH
Emtayopevo ano ACEi
Entayopevo and aAla pappoka

10
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A3. KAwviki eikova tou KAO

H kAWK Bapltnta TG vOoou Sev €XeL GUOXETLOTEL He TO €l60C TC petdAagng, **°
evw pmopel va petafdaMietal otov i6lo tov acbBevr), avaloya pe tnv nAlkkia Ttou.
Xapaktnpeiletal and aUTOHATWE UPLEUEVA ETTELCOSLA OLONUATWY TWV UOSOPLWY LOTWV Kal
TwV BAEVOYOVWY TOU EVIEPOU KAl TWV OVWTIEPWY OVATIVEUOTIKWY 08wv.>> H ekSAAWON Twv
OCUMMTWHATWY Oladépel HETAU TwV TOOXOVIWV, TOOO WG TMPOG TO OGUVOUOOUO Twv

%37 To glpoC TNC CUXVOTNTOC

CUMMTWHATWY 600 KAl WE TIPOC TNV évtaoh Toug (ewdva 2).2
Twv enelcodilwv pmopel va EEKVA AMO OCUUMTWHOTLKY €LKOVA (OTIAVIEG TIEPLITTWOELG), WG

ka ouxvd eBSopadiaio emelcddia*®

To oiénua tou Adpuyya amotelel To coBapdTEPO CUUMTWHA TOU OYYELOOLSHALATOC
and avemnapkela C1-INH. ZuvnBwg eswofdalel Pabulaia pe aMolwon tng dwvng Kat
Suodayia, evw katalnyel os mMARpn anodpafn TG avamveuoTtikng odol. To oidnua tou
Adpuyya nopatnpeital oto 50% twv aoBevwv Kol prnopel va mpokaAéoel ofela anodpaln
TOU avVWTEPOU avarmveuotikol. Ot Bavatol oto KAO mpokaAouvtal Kupiwg amd auth tnv
eruthokn.>® Mo ouykekpLpéva, euBVVETAL yLa To 20-50% Twv BavdTwy TTou €xouv cUpPEL o€
aSlAyvVWOoTeG TIEPUTTWOEL;, &VW O0To 2-16% Ttwv acBevwv emParetal Slevépyela
Tpaxelotopnc.”” Ot aoBeveic ouxvd avadépouv oidnua Adpuyyo Toxéws eEeMOGOUEVO
aKOUO Kal péoa Ot XPoviko Sidotnupa 20°.*° H evbexopevn euddvion olSAHATOC TOU
AGpuyya O QOUUMTWHATIKA HEAN TNG OLKOYEVELAG TWV TACXOVIWY, CUVABWC Katd Tnv
SLapKeLla 1 PETA ATO €MEUPBACELC OTNV TIEPLOXI] TOU OTOUATOC, EMIBAAAEL TOV TIPOANTITLKO

EAEYXO VLol AOKAAUPN KAl EVHEPWOT TWV CUYYEVWVY TTOU TTAPOUGLALOUV TNV QVETIAPKELa. >’

H mpooBolAn tou yootpeviepkol owAnva eival n mo ocuxvh (70 pe 80% twv
aoBeviv).”’ Xopaktnpiletal amd ofy KwALKOEWSEC AAYOC, VauTia, EHETO, OMAVIOTEPO
Slappola A TopodIko elAed. O EPETOC UMOpPEL va elval TOGO £VIOVOG, WOTE AOYyw Kal TNG
CUVUTIAPXOUCOCG aUENUEVNG OYYELAKNG SLATIEPATOTNTAG, VO TIPOKAAECEL HEYAAN AMWAELL
UYPWV OO TWV AYYELOKO XWPO Kol GnUavTikoU Baduol AeukokuTttdpwaon. Ta CUUMTWHATA
outa cuvodelovtal amd Slatacn TnG Koliag os peydlo Pabuo. Evééxetal emiong va

epdaviotel xapnAr rupetikn kivnon.’

To urmoddplo oldnpa sival okAnpo, mMepLyeypappévo, dev ocuvodelEeTal amo mOVo Kal
Slopkel 2-5 nuépsg. Mmopel va mpooPdAel omolodnmote onueio Tou cwpatog, OAAA
ouvnBéotepa evtomiletal ota AKpa. XtV MANPN £kdpocn tou unoddplou oldAuatog Sev

KoTaAeimetal eviunwpa Kotd tnv rmieon, to PAédapa Sev pmopolv va avoiéouv Kal ta
11
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Saktula eival aduvato va mAnoLdoouv HETaEl Toug (ewkova 2). Tng eudavicews tou
oldnuatog mponyeital cuvABw¢ aloBnua TACEWC TwV UMOSOPLWY LOTWV | gpmnNTouopdn

8LAoTLEN Tou Séppatog otis avtioToleg meptoxeg.

Kploelg ayyelooldrjpatog pmopel va ekAuBolv amd tpoUpo, OSOVTLATPLKEG Kal
XELPOUPYLIKEG  emeuPaocelg, YPuxlkd otpeg, Aowuwéelg, dapuaka  (omwg AMEA,
aVTLIOUAANTTIKA), GAAOTE MGAL Sev aviyvevovtal mpodavn altia. Mpw tnv gudavion twv
Kploswv pmopel va mponynbolv CUUMTWHOTO ONMWG  KVNOUOG, vautia, SLappoleg,
gpuBnua.*

Mia kpion ayyelooldrpatog ouvnBweg Eekvad WG POOSEUTIKY SLOYKWON HECA OTLG
MpWTeC 24 WpeG, akoAouBoluevn amd HOVIHMO oldnua yla TIG EMOMEVEG 2-5 NUEPES, TPLV

43,1

UTIOXWPNOEL TEAEIWG. ™ Mo AyvwoToug AOYoUG, LETA Ao €Va EMELCOSLO AYYELOOLSHUATOG

6€V Ttotpottnpsitou ('IHEO'CI VéO, VEVOVC'JQ.M)&A““! Aev €xeL oplotei oeAdodeiktnG. ZpaApa! Aev éxelL oplotei oeASoSeikTNnG.

H nAwia epdaviong tou KAO molkidel euputata. Tuvnbwg eudaviletal yio mpwtn
Popd Katd TV sk nAwkia (péon nAwkia epddviong 8-12 €tn),*”” pe AMA CUMMTWHATA,
Xwplg Opwg va anokAeiovtal kot Ta coPapd enelcodia. H nAkia évapéng oxetiletal pe TN
Baputnta tnG vooou, Hlag Kal 600 HMIKPOTEPN N nAlkia téoo BopuTtepn KOTA Kavova n
npoyvwon.> Emopévwe n nAtkio évapéng eivat o onUaVIIKOTEPOS YyVWOTAC TPOYVWOTLKOC

Selktng tng vooou.
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Ewkova 2. XapaKTnplOTIKEG ELKOVEC aoBevwv katd TN Oldpkela kpioewv Ttou KAO.
MepUMTWOELC OLONUATOC OTO YAOTPEVTEPLKO owArnva Kat oto pdowro. (amo http://www.haea.org/ ue
TPOTTOMOLNOELG).

A4. Atayvwon tou KAO

H Stayvwon tou KAO otnpiletal otnv KAWLKR ELKOVA, TO OLKOYEVELAKO LOTOPLKO TOU

444345 Ay uTtdpyet KAk uToia yla

00Bgvouc Kal Kuplwg oTn HEAETN TOU CUUMANPWHATOC
™ VvOoo, cuvictatal n pétpnon twv emumédwv tg C4, (n C4 eival duaclohoyikn ota
HECOSLACTAATA TWV KPLOEWV HOVO 0TO 2% Twv Meputtwoswv,’’*¥) tng C1 kat Tou C1-INH. H
Cl1 (n mo onuavtiky MPWTElvn Tou ocupmAnpwpatog 6cov adopd to KAO) elval éva
cUPMAOKO Twv cuotatikwy Clg, Clr, kot Cls. H C1 eival aotadng étav amouotdlsl o C1-INH
£10L wote n Clr autoevepyoroleitol odnywvrtag otnv evepyomnoinon tou Cls to omoio Ue Tn
oelpd Tou Slaomatal Kal evepyormolel tnv C4. To yeyovog autd egnyel ta yapnAa emnineda tng
C4 oto 95% twv aocBevwyv pe KAO akopa Kat otav eival acupmtwpatikol. Eav ta enineda
™¢ C4 kat tou CI1-INH otov opd eival XopnAd (katw omd 1o GUCLOAOYIKO €UPOG TOU

mapaockevooth) kot dgv umdapxel umovola EAO, tote n Sidyvwon eival KAO tumou | Av

umapxet mbavotnta EAO tote eléyyovtal ta enineda g Clg. Av ta emnineda tng C1lq sivat
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XoHNAQ, n Sdyvwon eivar AAE.* Av n Aettoupyikdtnta e C1-INH eivat xapnAf, pe
duoloroyka A avénuéva eninmeda tng C1-INH avtyovikng mpwteivng kat puctoloyikd Clg,
n Stayvwon eivalr KAO tumou Il. Av ta enineda tng C4 kat tou C1-INH elvatl puocloloyikd
amokAsiovtat to KAO tomou | kat I, aAa muBovov sivor tumou lll. ¥to KAO tUmou I

ISO

ouvnBwg aviyvevovtal UeTaAAaelg oto yoviblo tou FXI O yevetikog €Aleyxoc elval

anapaitntoc yio va erPBePatwdei n Stdyvwon tou KAO.>H*

Mivakoac 2. Epyaotnpiakn Stayvwaon ayyeLootdnuatog.

A5. Moplakni maBoyéveia KAO

MéexpL onuepa, o aoBeveig pe KAO tumou | kat Il £€gouv avixveuBel mavw amnd 200
HETAAAGEELC OTO yovidlo SERPING1.>*" 510 15-25% Twv MEPUTTWOEWY Ol METAANGEELS ival
VEEC, SnAadn oL aoBeveic Sev €xouv olkoyevelakd Lotoptkd KAO.* To iSoc T petdMaing
6ev ouvbéetal pe tn Paputata ta vooou av Kal pia mpoodatn HEAETN CUVOEEL TIC
TIOPEPUNVEVGLUES HETOANGEELS pe nTLoTepn Hopdr. ™ EmutpdoBeta, To 150¢ TG METEANAENC
Sev oxetiletal Pe TN oUXVOTNTA KOL TNV EVIOMLON TWV KPIOEWV, EVW TIACXOVTEG UE TV (6l
METAANOEN (T.X. HEAN TNG LOLOC OLKOYEVELAC) UMOPEL va €X0UV TEAEIWG SLAdOPETIKA KALVIKN
glkdva, yeyovog mou umodnAwvel OtL GAAOL emUMPOCcOeTol MOPAYOVTEG (YEVETLKOL Kot

nieptBalhovtoloykol) emnpediouv To GavdTuo TN vooou.>?
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Jto KAO, ta eneloobia yapaktnpilovial amd fayysiwon tou MAAOUOTOC OTLG
BaButepec otolBadeg tou Sépuatog, ite oto PAevvoyovo Tou Adpuyya ] TOU EVIEPOU UE
avtiotoyn eudavion ayysoodnuatog. O C1-INH eival amapaitntog yio tn ¢ucloAoyLKni
pLuBULON TNG ayyelaknc dtamepatotnTtac kabwe os acBeveig pe KAO mapatnpouvtal Ta oAU
XopUnA& emineda tou.>* Eripepa yvwpiloupe OTL yla OAeC TIC meputtwoel KAO To oiSnpa
odeiletal otnv aneleuBépwon Bpadukvivng, n omoia anoteAel Tov KUPLO HecoAafBnTh TwV

kplogewv.”

Av Kkat n avendpkela tou C1-INH €xel yivel yvwoto OtL elval n umokeipevn attia tou
KAO, ywa meplooodtepa amod 40 Xpovia, O TPAYHUATIKOG HecOAAPBNTNG TNG QyYELOKNAG
SLOMEPATOTNTOG TOPEUEVE OAVTIKEILEVO OUVEXOUG £PEUVAG YlA QPKETA Xpovia. Emeldn to
oldnua eival avwduvo, kal emeldn ol umodopLeg eveéaelg TNG PBpadukvivng elval évtova
EMWOUVEC, OL EPEUVNTEC APYXLKA TILOTEU AV OTL £VOL CUOTATIKO TOU CUMTIANPpWHOTOG Ba elval o
nopdyovtag mou auvfdvel Ty Stamepatotnta.’! ‘Eva cuotatikd Tou TPoépxeTal amd To
CUMMARPWHO, N Kwivn C2, eixe apxwka mpotabel wg umoyndloc pecolaPntng
Slamepatotntac, ald ol €peuveg Tou akoAoUBnoav amétuyav va enBeBOLWOOUV AUTH TV

Spaotnpiotnta.”®’°8

H Bpadukivivn, éva evveamentidlo mou ameAeuBepwvetal ano tn Sldomacn tou
KLVIVOyoOvou amod TV KoAALKpEivn, ival éva mapaywyo Tn¢ EVEPYOTOLNCNEG TOU CUOTILOTOG
enadng. Elval ikavr va emayet oldnpa kabwg £xel ayyelodlaoTtaAtiky Spdon Kal auavel tnv
MLKpoayyeLlakn Slamepatotnta. In vivo €épeuveg €delfav taxeic av€noelg tng Bpadukivivn ot

989 06t600, N WoXLPA

ooBeveig pe avenapketa tou C1-INH katd tn dapkela kpioswv KAO.
olvdean t™Ng PpaduKivivng Kal Twv KPLOEWV ayyeLOOLOAUATOG SV amOKAElEL TN CUMMETOXN
GAAWV TAPAYOVIWV OTO MAAGOUA, OMWG N MAaopivn kat n Bpoupivn, otnv évapén kat tn
Slapkela Twv Kpioswv KAO. KAwKG Kol Telpapatik@ Sedopéva €xouv Seifel OTL o
OXNUOTLOMOG BpopBivng oTo povomdtt Tng mNENG auEAveTal KAatd Tn SLAPKELD TWV Kploswv

KAO,® kaBuwg emiong kat n mMAaopivn Kot n ww8oAUTkr 086¢.%

H Blohoyikn Aettoupyia thg C1-INH gival moAd onpavtikr otnv naboyévela tou KAO
KOBW¢ avaoTENeL TTOAAEG TPWTEACEG TWV HOVOTATLWY TIou euBUvovTal yia tn vooo (glkova
3). O C1-INH eival o KUpLO¢ pUBULOTAC TOU GUOTAMATOC £MadNC KOL TOU GUCTHOTOC TOU

CUUTANPWHOTOG Kol Utopel va Ttailel £vav dsutepeliovta poAo otnv puBULoN TNS INENG Kal

63,64,65,66

™m¢ wwdoAuong. Onw¢ avadépbnke, n Un owot &vepyomoinon autwv Twv

LOVOTOTLWY, L8LWG TOU CUCTNUATOC eMadng, WG OMOTEAECUO TG avemdpkelag Tou C1-INH,

38,62

glval éva kevtpko onpeio otnv maboduololoyia tou KAO. O C1-INH adpavomolei tov
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Clr kat tov Cls, ot omoieg eival mpwtedoeg oepivng.* O C1-INH, enionc, avaoctéAet Tov
FXlla KoL Tov  oxnUatiopd g BpopBivne.t” v wwdoAutikh 066, o C1-INH GUpMETEXEL
otnv adpavornoinon tng mAacpivng kot tou tPA. Qotdoo, UG KAVOVIKEG HUCLOAOYLKEG
OUVOIKEC, SV elval €Vag ONHAVTIKOC AVOOTOAEOS QUTWY TwV TPWIEAcwv.® $To povomdrtt
Tou ocuotipatog emadng, o Cl-INH adpavomolel tov FXlla kot tTnv evepyd KaAAKpeivn,

gUMOSL{oVTaC £TOL TOV OXNHUATIONO TS Bpadukivivng.® %"t

Ewkova 3. O unyaviouol mou evéyovtal otnv noGoyEVELX TOU KANPOVOULKOU ayyELOOLONUATOC

ano avenapkeia C1-INH
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A6. Napayovtac Hageman

A6.1. lotopiko untopabpo

To 1955, o Oscar Ratnoff kat o Joan Colopy meptéypaav évav acBevy 37 €twv, tov John
Hageman, o omoloc eixe mapotetapévo Xpovo mnéng tou aipatog. O acBevig dev eixe
OLUOPPAYLKA ETIELOOSLO, OV KOl (€ EEALPETIKA TIOPATETAPEVO XPOVO TIHENG TOU alpaTog o€

273 0 Oscar Ratnoff énetta anod

YUQALVOUG OWANVEG 1] 0 CWANVEG UE EMIOTPWAON OLALKOVNG.
TELPAPATA, KATEANEE OTO CUMMEPAOHUA OTL O a0BeVAG TOUu €elXe QVEMAPKELD O €vav
Tapdyovta RENG, AyvwoTto PEXPL TOTE, TTOU OVOUOOE Ttapayovta Hageman, and to ovoua
Tou aoBevoug (apyotepa €yve yvwotog wg FXIN). Nepattépw melpapata €dsiav ot o FXII
KukAodopel oto aipa wg €va avevepyd mpdSpopo {UOyovo Kol OTavV €VepPYOTOLEiTOL

’ y ’ 74
kaBiotatal Lkavog va evepyorolei Tov FXI.

A6.2. Xaptoypadnon tou FXII

To yovidio FXII Bpioketal oto Hakpu (g) Ppoxiova Tou XpWHOCWHATOG 5 LETALY TNG
B€on¢ 33 kal Tou TéAoug Tou Bpayiova (5933-5qter). AkplBeatepa, To yovidlo FXII Bpioketal
amnd to {evyog Baocswv 176 829 138 péypL to {evyog Baoswyv 176 836 576 oto XpwWUOCWHA 5
(ewkova 4). Apxwkd, xoptoypadndnke pe tnv pEBodo Southern kal apyotepa pe in situ

+ 75,76

uBpLSLoUO.

Ewkova 4. Xaptoypdpnon tou yovibiou FXII (http://ghr.nim.nih.gov/gene/F12).
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A6.3. Aopn tou FXII

O FXIl mapdyetal kot ekkpivetal anod to Amap. To yovidio FXII éxel urikog 12kb kau
amoteAeital anod 13 wrpovia kot 14 e€ovia. To {upoyovo FXII, amoteAeital amod pla Bapld
aAuoida (353 katahouta) kat pla eAadpld aluoida (243 katdAouma) MOU CUYKpAToUVTAL

péow SLoouAdLdikol Seapou. O FXII amoteAeltal ano moAAEG SOULKEG TTIEPLOYEG.

Zekwvwvtag oo to N-teAikd akpo, mepthapPBavel éva memtidio odnyo, pla meploxn
wvoouvdetivng tumou Il, pia opodAoyn tou EGF erukpdtela, pia €MKPATELA WVOOUVEETIVNG
toroul, plo Seutepn opdhoyn tou EGF emkpdtela, pla emikpdteia KpwwykA (mrpe tnv
OvVopaoia, KABWE OXNUATIKE HOLGleL Pe apTomoljpoTa TkavSwaBKig mpoéleuong)’’, pia
Tieployr mMAouaola o€ POoAivn Kal pio KataAuTikn meploxn (glkova 5). Ektog anod tnv mhovaola
o€ TPOAlvn meploxn n omoila eival povadikn yiwa tov FXIl ol umdhouneg mapouotalouy
opoloyia pe ekeiveg ou Bplokovtal o AAAeG MpwTtedoeg ogpivng. KaBeuio amd autég Tig

£&L mepLox£g Tou FXII oulnteitol AeMTopEpWC MAPAKATW.
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Mvakog 3. Ot SouikEg meployec tou FXII kat o poAoc Toug.

Emwkparteleg AAnAouyxiot  YmoO-eMIKPATELEG HE PoAog
QpLVOEEWV YVWOTH AETOUPYLKA
épaon
Nentidio 06nyog -12-1
Ivoouvédetivn tumov I 1-88
3-19 AMnAenibpaon pe FXI
1-28 Meploxr) 6£0UEVONG OF TEXVIKEG ETUPAVELEG
39-47 Meployrn ocuvdeong o HUVEC
40-44,78- 82 Meploxég ouvdeang Peudapylpou
OpoAoyn tou EGF emukpateLa 94-131 Meproxri obvbeang Yeudapylpou
Ivoouvdetivn tumov | 133-173 Neploxn 540HEUONG WVWEOUE Kot NIopivng
134 - 153 Meploxr 6£0UEVONGOE TEXVIKEG ETILDAVELEG
EGF-like emukpdrtera 174 -210 NBavr) eploxr 6€oEVTNGOE TEXVIKEG ETILPAVELEG
174 - 146 MBavn reploxn Ssvopeuaong Yeuvdapylpou
Ermkpdtela KpwykA 215-295 MBavr) eploxn S€0UEVONGOE TEXVNTEG ETILDAVELEC
193 - 276 lowg av&avel tnv evatobnoia otnv néPn ano
KOAALKpEivN
Neploxn mAovota o€ PoAivn 296 — 349 Ayvwotn
KotoAutiki meploxn 354 -595
353 -354 Meploxr oxnuatiopoL tou a-FXlla

H394, D442, S544

KotaAuTiki tplada evepyol KEVTpou
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Ewkova 5. Aoun tou FXII (arto Evi Stavrou et al) 78

Meptoxn oudAoyn ue tnv wvoouvdetivnctumou Il .

To N-teAikd6 akpo tou FXII £xet kown oaMnAouxia pe TIC opoAoyeg TUmou |l
ETUKPATELECG TNG LvoouvSeTivng. Ta katahouta 13-69 tou FXII €xouv opoloyla katd 39% (22 /
57 katalouna eival opola) kat 40% (23 / 57 katdAouta eivat opola) pe TG arlnAouxieg
woouvdetivne.”® OL opoAdyeg He TNV tVooUVSETIV TUTIOU |l EMUKPATELEC TTOU TIEPLEXOUV TNV
Béon 6éopeuong tou KoAaydvou otnv Lvoouvoetivn umopel va eival unevBuveg yla tnv
tkavotnTa oVvSeong tou FXII oe texvntég emidpdavetec.®® Mia mpotewvdpevn Béon déopeuvonc
yla apvnTka poptiopéveg emidaveleg, £xel xaptoypodnBel oto N-teAikd dkpo tou FXII mou
amote)eital and ta katdlourta 1-28, mou Pplokovral otnv TmepLoyn WoouvSeTivngTUmou

11,5782 kat to kordhouta 134-153 mou PBpiokovtal otnv MEPLOXM WOoUVSETivG TUToU |
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(Nivakag 1).2 AvaAuon tng Sourg kat T Aettoupyiag tou avBpwmvou FXII pe mpwteivec pe
KoteuBuvopeveg petaAldéelg tou yovidiou emiBeBaiwoe 6tL to N-teAkd dkpo tou FXII
nepléxel pia Oéon Séopeuonc vy apvntikd doptiopévec emubdvetec.?* H meploxn
wvoouvdetivng tumou Il tou FXIl mepléxel pia B€on d€opeuong yla tov FXI mou ekteivetal anod
Ta apwvoééa 3 we ta 19 (Mivakac 3).2% Ektog and Tt aAMnAemdpaoels mpwIeivnc-mpwIeivng,
o FXIl €xet amodewBei OtL ouvdéetal pe evdobnAlokd KUTTapa, oudetepddlha Kol

8587 51a ev80BNALaKA KUTTOPQ, EVa TIEMTISLO TTOU EKTELVETOL OO TO ALHOVOEY 39

OLLLLOTIETAALQL.
w¢ 47 epmodilel Tnv ouvdeon Tou FXII og KaAALEpyLeg evEoBnAlakwv KuTttdpwy (Mivakag 1).%
Eniong ota evboBnAlakad kUttapa, €xet amodelxBel 6tL o FXII aAAnAemudpa e Tov u-PAR, tov

gC1gR, kot v CK1. ITa atponetdAia, o FXIl cuvéetal pe To cUpmAoKko GPlba-1X-V.”®
OuoAoyec tou EGF emIKpATELEG

AUO eTKpATELEG TOU Ttapayovta FXII eival opoloyeg e tov EGF. H aAAnlouyla €xet
Bpebel o€ mpwreiveg ocuumneplAapBavouévou Tou auénTikol mopAyovTa HETOOXNLOTIOUOU
TUToU 1, Tou tPA, Tou UPA kat oMWY AAAWV TapayovIwy TRENG. 2 KABE pia amo auTEG TLG
MPpWTelveg, UMApPXEL ML £falpeTikd Slatnpnuévn meploxn 50 auvoféwv pe evvéa

QAUETAPBANTES KUOTETVES Kat KartdAoura yAukivng.
Ermkparteta wvoouvdetivng tumou |

H emikpatela voouvdetivng tumou | xwpllel tig U0 opdAoyeg Tou EGF emikpATeLEC.
Elval éva mentidlo 43 apwvofEwv Tou €XEL TEPLOPLOUEVN OUoAoyia PE TNV LVvOouveeTivn
torou I. H akpBig Aettoupyia tng dev elval yvwotr], oAAd €XEL XOPOKTNPLOTEL amd TOUG

Citarella et al OTL GUUPETEXEL OTNV SE€0HEUON o€ TexvNTh emipaveta.”
Emkpateta KptvykA

‘Evag aM\o eidog opoAoyiog mou BpeBnke otov FXII gival n emikpdtela KpwykA. Elvat
80 auwoféa o UNKOC KOL €XEL TPELG XOPOKTNPLOTLKOUC SLoouAdidikoug Seopolg. H
erukparela KpwykA petagd tou FXIl kat tou tPA, €xel mepimou 41% opoAoyia. H Asttoupyla
™ otov FXII eival acadng, arla €xel mpotabei wg plo mbavr Béon mpoécdeong oe TexvnTn

erudaveta.”®
Meploxn mAovaoia oe mpoAivn

Tnv emukpatela KpwykA akoAouBel pia meploxr otnv omola 1o 33% twv KataAolimwy

elval mpoAivn, opweg dev éxel kapla opoloyia pe AAeg mpwteiveg mAololeg og mPoAivn. H
onpacta autic Tne meptoxic otov FXII mapapével ampoadidpiotn.”’
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KataAutikn emikpateLo

H kataAutikn emikpateta tou FXII gival n peyaAltepn Kot N KAAUTEPO UEAETNUEVN
TieEpLOXN TNE MPwTelvng. To evepyd kévtpo tou FXlla (gival n evepyomownpévn popdn tou FXIl)
amoteAeital and 3 apwvoééa: to H394, to D442 kat to S544. H mpwteoAuTikn dldomacn otn
B£on R353-V354 petatpémel TV eviaia ahuoida tou upoyovou FXII (80 kDa) oe a-FXlla. In
vivo, autn n mpwteivn kukhodopel wg mpwrteivn SVo alucidwy, pia Bapld aAvcida twv 50
kDa (353 katalouma) kat pia ehadpid aluvcoida twv 30 kDa (243 katalouma) mou
ocuykpatoUuvtal pall and éva SLooUAPLOKO Seopd petafl dUo kuoteivwv. H avaywyr tou

SL00UAPLSLKOUSETHOU eAeuBepIveL TNV ehadpLd ahuciSa we B-FXIla.’??

Av kou dlatnpel
TNV TPWTEOAUTLKA SPOOTIKOTNTA EVOVTL TWV TPWTIEWVLKWY UTOCTPpWHATWY, 0 B-FXlla dev
elval oe Béon va cuvbéetal pe apvnTKA POPTIOUEVEG EMLDAVELEG KOL CUVETIWG VA ETTAYEL

v mAén. >

ApvnTikA GOPTIOUEVEG eTLPAVELEG OTWG TO YUAAL, N KaoAivn, To eAAaylkd ofl, to
couAdatidlo, ta pkKUALR, n uPnAn poplakol PBdapoug Belikn de€tpavn, to UMOYAAALKO
BlopolBLo, To mMoAualBuAévio, To AAOTLXO OLALKOVNG Kal Sltadopa MOAUUEPN €MAYOUV TV
autoevepyornoinon tou FXIl. Amo tnv GAAn, oL BLOAOYLKEG OUGLEG TTOU evepyorolouv tov FXII
elval o apBpLkog xovdpog, to Sépua, Ta Autapd offa, n evdotofivn, oL kpUOTAAAOL OUPLKOU
vatplou, To upodwaodoplkd acPfeotio, n L-opokuoteivn, n atpativn, ol mpwtonopdupiveg,
oL nmapiveg, n  xovdpoitivh, TO Beukd 00, n odwodatdbulooepivn, N

PwodatiduloyAukepivn, T0 dwodatiSiko ofy Kot n dwopaTtSUAVOGLTOAN. "

A6.4. Ducloloykog poAog tou FXII

Avadoptka yia tnv ékbpacn tou FXII, Aiya Sedopéva €xouv yivel yvwotd. To yovidio
FXIl xopoktnpiletol amd pubuLOTIKEG TeplOXEC otov uTtoklvntr] tou (HRE) ol ormoieg
oAANAeTdpolV e olotpoydva, VW LVOL yVwoTo OTL n Bepareia e olotpoyova auvavel thv

nopaywyn tou nratikov FXIL**

O FXII ival pua mpwteivn amapaitntn yo tv mnén tou aipatog. H avemdpKkela tou
FXII 8ev oxetiletal pe aipoppaytky 6tdBeon. O Sponk et al €6si€av 6t o TF eival o
PUGLOAOYLIKOG EKKLVNTAC TS TIRENG TOU alipatog Tou odnyel og awpdotacn.” Ta movtikio pe
FXII avemdpKkela Kol Toutoxpovo Xaunin ékdpaocn tou TF sival Blwotpa Kol Gpavoturika

TlapOpoLa E TA TIOVTLKLAL TTOU £Xouv XounAn ékdpoon TF pe kavovikn €kdpacn tou FXII. Xe
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avtibeon, n avendpkela tou FXI oe ouvduaopo pe xaunAd enineda TF €xel WG anoteAéoua
10 Bdvato Twv Lwwv.” Etol, mapd To yeyovog otL o FXII Sev eivan amapaitntog yio v
awgootaon in vivo, anotelel anapaitnto SlayvwoTtikd mapdyovia otnv dtayvwon mbavov

SLaTopaX WY TNG ALUOCTAONG in vitro.”®

N£o evdladépov yia tov FXII £xel TpokKUPEL amo TNV mapatrpnon OTL TA TTOVTIKLA UE
FXIl avemdpkela sudavilouv kaBuotepnuévoug XpOvoug OTnVv emaywyn TG opTNELOKNG
BpOUBWONC XPNOLUOTIOLWVTOS SLddbopec Texvikéc.”*® AuTéc oL mapatnprioEL UTIOSEIKVUOUY
otL o FXIl otov avamtucoopevo BpouPo ocuvelodépel otnv enéktaon tng Bpdupwong. O
pnxoviopog 6ev éxel meplypacdel pe akpifela, aAAd ToTEVETAL OTL OXETIlETAL HE TNV
autoevepyomnoinon tou FXII katd tnv emadr Tou Ue ouoieg OnMwe ta MoAudwodoplkd Twv
atponeTtoAiwy, To €wkuTtopkd RNA kat to KOAAayovo ota aptnplkd touxwuorta. %
Qotooo, dev €xel Ppebel o FXlla oe avamtuoooOuevVoUG 1) avemtuypévoug BpouPoug. H
€kBeon oe koMayovo obnyel oes autoevepyomoinon tou FXIl, n omola oe péov ailpa
OUMBANAEL 0TV éKkToon Tou BpopBou.™! AvacTtolr Tng evepyomoinong Twv ALUOMETOAWY 1
™¢ Spactnplotntag tou FXlla otoug avamtuooopevoucg BpopBoug o péov alpo LELWVEL TO
OXNUOTLOMO BpOUPOoU. AUTEC OL CUVOUOOUEVEG UEAETEG UTIOSNAWVOUV OTL OL AVACTOAELG TOU
FXlla pmopoUv va HELWOOUV TNV €KTOOon Twv aptnplakwv Bpoufwv oe péov aipa. Ot
avaotoleic Tou FXlla evdéxetal va eival KAVIKA xprioLol yla Thv peiwaon tou Bpoppou oe

vOOoOoUC TwV oTedaviaiwy aptnplwy Kal oe eykePaAlkd enelocodia. Ol mapanavw EPEVVEG O

HOVTEAQ TIOVTLKWY SEV £XOUV TTAVTA OVTIOTOLXOL ATTOTEAEGHATA KOl O KAVIKEC MeAETEG.

MNa mavw oand copavta Xpovia oL €peuveg dev eiyav Bewpnoet tov FXII onuaviikod
otnv alpootacn, emeldn n éAAeldr) tou be oxetiletal pe alpoppayia. Qotdco, mpochATEG
£PEVVEC LIE TIOVTIKOUG e avemapkela tou FXII, Seiyvouv otL cupBAaAAEL, wg £va Babuo, otnv
aVAmTuén Tou BpOpBOU OTO EVEOAYYELAKO SLAMEPLOMA.>> AUTA TO EUPHHOTA UTIOSNAWVOUV
OTL £XEL POAO OTOV OXNUATIONO BpOpBOU Xwpic va emnpedlel TV awpdotacn.> O FXII eniong

OUMMETEXEL KAL 0TO GUOTNHA EMADAC 1 OAALWC OTO GUOTNHO KWivng-KoALKpeivng.™

A6.5. O moAupopdpLlopnog C46T tou yovidiou tou FXII

MoAAég amd tic Aettoupyieg tou FXIl kaBwg kal ta emimeda ékdpacng Tou Exel

SexBetl otL emnpedlovral anod tov moAupopdLlopnd 5046T>C (rs1801020, g.5046T>C, yvwotdg
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w¢ C46T, c.-3T>C, ocuyvotnta T aAnAouopdou 0,8). EmutAéov, £xel BpeBel cuoxétion autol

TOU MOAUOPdLOHOU HE TTOOOAOYLKEG KATAOTACELC.

MNpoodateg £peuveg Seixvouv OtL o FXII pmopel va oxetiletal pe Bpoupwon twv

102103 5 noAupopdLlopdc Ppiloketal otnv 5'-apeTAPPOOTN TEPLOXN

otedaviaiwy opTnpLWV.
Tou yovidiou FXII, n umokatactacn 46C > T, Snuoupyel éva katvoupylo KwSLKOVLIO Evapéng
(ATG) yia tnv petaypadr tou mRNA. Emopévwg, HeTafAMAETAL TO TTAQLOLO QVAYVWONG Kal
nopdyetat pio pkpotepn mpwteivn,'® mou odnyel teAkd oe pewwpéva enineda tou FXIl oto
m\dopa.’®” Ta xapunhd emineda tou FXII mpoodépouv mpootacia evavila oTo o€y

106107 5 yovotumog G/G autoU

otedaviaio cUvVEpPopOo Kol LELWVOUV ToV Kivéuvo BpouBwong.
ToU ToAUpOopdLopoU oxetiletal pe uPnAotepo kivbuvo yla thv gudavion otepaviaiog
vooou.'® Ta amoteAéopata amd peAETn yia To €udpaypa tou puokapdiou-Leiden (SMILE)
Selyvouv uia avtiotpodn oxéon petafl twv emumédwv FXII kal tou kvdUvou epdpaypatog
Tou puokapdiou.'? Evroutolc, n BvnoluotnTa yio Toug aobeveic pe xapnAd enineda FXII (1-

10 Autd

10% tou ¢pucLoloyLkou) eivat mapdpola pe T BvnoludtnTa Tou yevikol mAnBucpou.
Ta KAWLKG Sedopéva Sev oupdwvolv amoAUTWE HE TG APATNPROELG o TtovTikia pe FXII
avendpkela. Ta xapnAd enineda tou FXIl oe movtikia knockout Sev mpootateUouv amod
aptnplakn Bpoupwon onwg Ba avapevotav. EmumAéov, ol Bach et al dev emiBepaiwoav
QUTEG TG CUOXETIOELS TOU TTIOAUMOPDLOpOU 0 aoBevei pe kapSlokés aobéveteg ™, kabug

eniong kat ol Qi L et al dev Bprikav KAMOLA CUCYXETLON TOU TIOAUHOPGLOUO He ThV NAkia

évapéng Tou epppAypaTos Tou puokapdiov.

O mapamdvw TOAUHOpDLOUOG HeAeTnBnke emiong oe yuvaikeg pe Slomabeig

ouvexeic amoPoléc xwpic va Ppedel kamota ouoyétion.

Juoyétion dev PpéBnke oute ot
ooBeveig pe anodpatn pALPag tou audipAnotpostdouc (BRVO), otoug omoioug n uméptaon

amnotelel mopdyovta kwwduvou.
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A7. Ynodoyxeig BK

A7.1. lotopiko untopabpo

Mpaypatiky mpoodo otnv avaAuon Twv UTIOSOXEWV TIOU avayvwpeilouv KLviveg
apxloe va yivetal ota teAn tng dekaetiag tou 1970, mapd TV EMLTUXN XNMLKA cUVOson TG
BK pla dekaetia vwpitepa. Auth n kobuotépnon pmopel va odpeldetal os TPELG KUPLOUG
nopayovtec.! Mpwtov, umApfav mpoPAApaTa otnv  emAoyr aflOmotwy in  vitro
TIOPAOKEVOOUATWY PBLOSOKIUAOLOG Yl TNV EKTIMNON TNG dpaoTneLOTNTAG TWV KLWLVWY,
6ebopévou OTL TOAAEG amo TIG OPACEL TWV KWIVWV NTtov EUUeceC (M. MEOW TNG
anodéopeuong mapayoviwy eveoBnALlakng mpogéheuong, pootayAavsivwy, KATEXOAAULVWY
i aketuhoxoAivng)."™ Aeltepov, ATAV TEPLOPLOPEVN N SLOOECLUOTNTA TWV PUGLKWC
OTAVIWHEVWY KLVLVWYV, EL8IKA auTwv Tou €xouv Sladopetiky efeldikevuon yla toug Suo
TUTou¢ urtodoxéwv BK. Tpitov, Katl Mo onUavTIKO, ATtav n EAAeun, HéxpL Ta TéAn tou 1970,

TWV CUVOETIKWY TIPOCSETWV ELSIKWV yLa TOUC SU0 TUTOUG uTtoSoxéwv BK.M°

Q¢ €k ToUTOU, TO OPXLKO CUOTNHA TAELVOUNONG YLa Toug uTtodoxeig BK, kat 'avaykn,
Baoclotnke og OUCLACTIKA PALVOUEVLIKES TTAPATNPNOELG. QOTOO0O0, TO CUCTNUO QUTO £lXE ULKPN

SLdpketa Aoyw g EMepng omolaodrmote BswpnTikAS dappakoloyknc Baong.”

A7.2. To cUotnua tagvopnong twv BK untodoxéwv

To Tio emtUXNUEVO oloTnUa Taflvopnong HEXpL onuepa Paociletal os dapUaKOAOYLKA
kpLtnpLa ™ alnAenidpaong poapudkou-unodoxca. Auta eivat: (i) n oxetikr SpaoTikoTnTA
TWV aywviotwy, (ii) N ouyyévela TwWV aAVTOYWVIOTWY Ot AELTOUPYLKEG UeAETeg kau (iii) n
OUYYEVELQ I OELPA KATATAENG TNG SPAOTIKOTNTAG e BACN TNV EKTOTLON QMO AYWVLOTEC Kol
QVTOYWVLOTEC O PEAETEC OUVEEDONC padlevepyol TpoodETn.* H mpwtn amdSeifn ylao autoug
Toug TUTOUC uTodoxewv tnN¢ BK avadépbnke oe SUo epyaciec mou dnuoolelBnkav oto
Canadian Journal of Physiology and Pharmacology amé touc Regoli et al to 1977, ot
omolol mapouaciacav ¢poappakoroykad dedopéva mou unoothpllayv TNV UTapén ToUuAAxLoTOV

117

600 Sladopetikwy TUNWY umodoyxéa ylo tnv BK."™" H Sldkplon twv umodoxéwv Bl kal B2

yivetal cOpdwva Pe TNV OELPA KATATAENG TG LOXVOC TWV AYWVLOTWV:

e Bl unodoyxeic (uehéteg oe aoptri kouvehol): des-Arg’-BK > Tyr (Me)3-BK > BK
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e B2 umoboyeic (neAéteg oe PAEPBa kKOuveALOU, KapwTLOIKN aptnpio okUAou, slled

yatog, pitpa apoupaiou): Tyr (Me)3-BK > BK > des-Arg®-BK.*

A7.3. l'evikég mAnpodopieg

H BK onwc¢ mpoavadépbnke, oxnuatiletal katd tnv evlUpatikn TEYPn Tou
Kwvivoyovou amo Ti¢ PK kol aokel Tic BLoloyilkég tng emibpaocelg péow twv Bl kat B2
umodoxéwv. OL 800 TUTIOL UTIOSOXEWV AVIKOUV OTNV UTIEPOLKOYEVELA TWV UTIOSOXEWV TIOU

ouvdéovtal e G-pwteiveg (etkdva 7).M8

B1 umodoyeig

Ot Menken et al to 1994 anopdévwoav éva cDNA mou kwdikomolel tov BDKRB1, iy
B1R, amd avBpwriva €uPpuikd TVEUHOVIKA WVOPAAOTIKA KUTTapd. To QVOLKTO TAaicLo
avayvwong autol Kwdikomolel pila mpwteivn 353 auvoféwv Kol £XEL TO XOPAKTNPLOTLKA
umoSoyxéa Tou cuvdéetal pe G-pwreivec.'™ Mapouotdlel kata 36% opoloyia pe Tov B2
umodoxéa. Xpnolgomnolwvtag RT-PCR avaAuon Southern blot, ol Chai et al Bprikav oOtL TO
yoviblo tou umodoxéa Bl €xel eupeia £kdppaon otoug Lotoug. H avaiuon Northern blot
NpoodLopLoe WpPLUo HeTdypado mMRNA (1,7 éwg 1,8-kb) otouc vedpoUc kat oto maykpeac. >
O Bachvarov et al €dsi&av OtL T0 yovidlo Tou BDKRB1 mepléxel 3 e€wvla, K Twv omolwy ta
600 mpwTta TEPLEYOUV Un Kwbdlkomolouoeg aAAnAouyieg. Eva koutl TATA umapxel otnv 5'-

121

opetadpaotn meploxn tou efwviou 1. Me in situ uPplbiopo, ot Chain et al

xaptoypddnoav to BDKRBI yovidlo oto xpwpoowpa 14932.1-q32.2, os otevn yelviaon Ue

T0 yoviSio Tou unodoxéa B2 (etkdva 6)."*

H ékdpaon twv Bl umodoxéwv aufdvetal HETA QATO OUYKEKPLUEVOUG TUTIOUG
Tpalpatog. Tuvnbwg, ol umodoxeig Asimouv ducloloylkd amd TOuC LOTOUC Kal EMAyovVTal
KATW oMo TNV EMiSpPOOn KUTOKWVWV KoL ouENTKwy mapayoviwv.'?® Exel mapatnpnOet
EMAYWYH TNG HETAYPAPrC TOoug amd tnv IL-1 otouc woPAdoteg, ' kat Sev amokAeietat ot B1

umtoSoxei va ekppAlovToL LELOCTATIKG OE HEPLKA Opyava OTwg oL vedpot. 2> 128

Chr 14
— = Larl
[a) [a) — — [} [ar) — Lo | [ e | [ar] - [ar] — - (o) [ar] [ar]
o () — — [y} o — — — o [ I ) [ = = o =+ = = [ar Y I | o o o
- - - - - - LAl LAl o [al o ol ol (] o] R Lar) o o
o o o o o o fay fay o fay o O oo OO o o o [AJN a2 o fa fa

Ewkova 6. Xaptoypdpnon tou yovibiou BRB1R(amnd http://www.genecards.org/cgi-
bin/carddisp.pl?gene=BDKRB1)
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Ewkévar 7. Aoun twv B1 uroSoyéwv (amdFredrik et al)'?’

A7.4. Quololoyia Twv Bl untodoxéwv

H HEeAETN TNG CUMHETOXNG TWV KLVLVWV KaL TwV UTtoSoXEWV Toug otnv duactoAoyia Kat
v naboduciodoyia sival Suvartrh Le TNV XPon TWV aVTOYWVLIOTWY Twv umtodoxéwv BK.
MeyaAUtepo evbladEpov mapouctdlel N epappoyr) TwV AVIAywWVLOTWY Tou umodoxéa BK in

Vivo, EpOcOV oL EMSPATELS TOUC OTLG EVEOYEVELC KWIVEC UmopoUv va epeuvnBouv. 2
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Mivakog 4. lotoi kat cuotnuata mou nailouv poAo ot B1 untoboyeic.

FootpevtepLkog Agiog pug

XaAdpwon 1} cUCTOAN TWV HUWV KABwG Kal TV

aneAevBépwon  pecoAafntwv  OmMwg oL

npoactayAadivec 1 ot veupodiafiBaoctéc.'?®

Meta@opéag  OVTwv  TwV

KutTapwv

OupoyevvnTtiké ouothua

Avanvevotikn 0606

Ouotéotaon Tou KUKAopopLkoU

Kuttapikn avantuén kat pitwon

DAeyuovn

emuInAtakwv

SUUBOA of Kkotootdoel Omwg n  IBD.

Alépyeon TNG EKKPLONG XAWPLOU OTOV EIAES HECW

Twv urtodoxéwv BK tou PAevvoydvou. 2132

TUvomaon Tne oupoddxou kuotnc.>* Aléyepon Twv
oupmadnTikwyv velpwv. Auénon tng Asttoupyia
TWV OTIELPAUATIKWY CWANvVapiwy.

Bpoyxoouotohs.'**

Elte ocuotoln elte SLOOTOAN TWV AElWV HUWV TWV
ayyelwv péow tng ameleubépwong evllapeowy
pecoAafntwyv OnMw¢ ot mpootayAavdiveg i ot
128

evboBnAlakol mapdyovteg (6mwg to NO).

Mitoyovo Opdon o€ WUIKA KUTTOpa. 2€
LvoPAdoteg epPpuikol TveUOVA, TIPOAYOUV TOV
OXNUOTIOUO TOU KOAAQyOVOU, TNV KUTTOPLKN
Slaipeon kat Tov moAamactaouo. >

OL untodoyxeic B1 emdyovral wg amavinon
otn PAaBn kamowou otol 1 o AGAAOUC
Tapayovteg ¢ GAeyHovwSoUC amokpLong Onwe
elvat ot kutokivec.”*® Mailouv poAo oe XPOVLEC
dAeypovwdelg voooug, onwce n meplodovtitida, n
apBpitida

PEUMATOELONG Kol n

ooteopuehitda.®’
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Mvakog 5. JUYKEVTPWTIKEC TAnpoopisg ylo TOUG B1 uroSoxei¢
(http://www.sigmaaldrich.com/etc/medialib/docs/Sigma/RBI_Handbook/sg Is_cs_rbibook
bradyk.Par.0001.File.tmp/sg_Is_cs_rbibook_bradyk.pdf)

ZUYKEVTPWTLKEG MANPodopieg Bl
NAnpodopicg ya TRV doun BK(1-8) (B4397), Lys-BK(1-8),
Lys-BK, Sar[D-Phe®]-BK(1-8)

TUMOL EKAEKTIKWOV [Leu®]-BK(1-8), Lys-[Leu®]-

QVTOY WVLOTWV BK(1-8), NPC 17731, [des-
Arg'®]-HOE 140 (H158),
B9958

MnXOWVLOHOG HETAYWYAG Gg/11 (a§non IP3/DAG)

ONMOTOG

lotog £kdpaon Endyetal Hetd Tov

TPOAULATLOUO TWV LOTWV OTa
TLEPLOCOTEPQ KUTTOPO KOLL
LotoUg

ZuoxETion HE AoOEVELEG dAeyuovn, oldnua,movog,
uoiuvvon/ondn, acbua,
vedpLkr/kapdLakr)
nmpootaoia,
OyKoG/ayyeloyevean,
duapnng

A7.5. O noAupopdpLlopog -699G>C tou yovidiouv tou BDKRB1

MoAAEg amd Tig Asttoupyieg Tou Bl umodoxéa kabBwg Kal ta enineda ékdpaong Tou
£xeL SewBel OTL emnpedlovrol anmd Tov mapandvw TmoAupopdlopd. EmumAéov, €xel Ppebel

GUOYXETLON TOU TOAULOPPLOUOU e TTABOAOYLKEC KATAOTAOELG KOL VOO ATA.

O moAupopdLopog €xel tautomolnBel otnv TEPLOX TOU UTOKLVNTA Tou yovidiou
BDKRB1 otn 0éon -699G>C (rs4905475, g.96721850G>C, c.-220-697G>C, ocuyxvotnta C
aMnlopdpdou 0,875)."** H mapousio TG Kkutooivng aufdvel TV  peTaypadLKh
Spaoctnplotnta Tou unokwvntr. Ot Bachvarov et al Bprikav OTL 0 MAPATAVW TTOAUUOPPLOUOG
elval mo ouyvog otoug uyleic paptupeg amod OtL oe acBevel¢ pe oupalpia, n omoia
TipoKOAeiTal artd MOAUKUOTIKOUC vedpouc, muehovedpitidba kal Sidpeon vedpitida kal ot
aoBeveic pe vedpikr avemdpketa.® Ot Kinigge et al kat Zychma et al 8& Bprikav Stadopd
otn ouxvotnta tou -699C aAAnAopopdou petafd Stafntikwy Kol un dtapntikwyv acdevwv

139,140

pe vedplkn oobévela. Opoiwg, o GAAn pelétn &e BpéOnke Sladopd otnv cuyvotnta
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Tou oAAnAouopdou petafl acBevwv pe pn dtaPntik VEPPLKN) OVETAPKELD TEAEUTAiOU

otadiou kat acBevwy pe Stafntikn vedpikr avendpketa (teleutaiov otadiou f pn).**

ErumA£ov, o mapamavw MOAUUOPPLOUOG EXEL CUCGYKETLOTEL e KapPSLAYYELOKO Kivouvo
oe peonAkeg avdpeg. Napouaoia tou B1IR-669G aAAnAopopdou o kapdlayyelakog kivéuvog
au&avetal kabBwg avePaivel n mieon tou aipotog, evw Sev eviomiotnke emidpacn otoug
opoluywteg yla tTo B1R-669C aAAnAdouopdo. EmumpooBEétwg, n enidpacn Tou yovotumou

elvat Lo évtovn o€ ekeivoug ou AoXoUV amd GUCTOALKH uTéptaon.

Ot Bachvarov et al peAétnoav tov moAupopdlopod B1R-669C kat otnv IBD kat Bprikav
onpavtiki dtadopd otn cuxvoTnTa avapeoa o€ 0oBeveic Kot GuGLOAOYLIKOUG. ZUYKEKPLUEVQ,
1o C aAAnAdpopdo BpéBnke oto 5,7% twv acbevwy Kal oto 33,6% twv duaclohoyikwy. Etot,
TPOTELVAV OTL 0 TIOAUOPPLOUOG Elval EVag N OULTLOAOYLKOG TIAPAYOVTOG TNG OUUITTWMOTLKIG

IBD mou ennpediet Tov davotuTo tne vooou.

A8. Epguvntikn unoBeon

H kAwwkn ekdnAwon tou KAO, kaBwg kal n Baputnta €l8IKWY CUUMTWUATWY, N
nAkia évapéng kat n avtanokplon otn Beparneia, kabBopilovral and pia PAGBn oto yovidilo
tou CI-/HN kat amod tnv aMnAemidpacr] Tou pe GAAOUG YEVETIKOUG Kal TepLBAAAOVTIKOUC
TapAyovTeC. Katavonon autwv Twv mapayoviwyv umopet va Ponbriosl oto va ektiundet
KoAUTepa n mopeia Kal n mpoyvwaon tng acbevelag Kal (owg va mpotabouv Kalvolupylot

Beparmneutikol otoyoL.

OL peléteg moAupopdlopol elval €va emiSnuioAoylkd epyaleio, xprnolgo otnv
OUCXETION VOOWV Kol TIBoAOYIKWY KotooTdoswv pe Slddopoug moAupopdlopoug. Ot
noAupopdlopol Twv yovidwwv FXII, kat BDKRB1 avadépBnke mapandvw OtL emnpealouv tThv

naBoyéveon Kal tov patvotumno Stadopwv achevelwv.

H BK Bewpeital onuaviikog pecolafntnig tou owdnuato¢ oto KAO. Etol, sivatl
Kaiplo va peAeTOUVTIAL TIPAYOVIEC TIOU TPOTIOTOLOUV TG KAWIKEG €eKONAWOEL TOU
oldnuatog, omwe ta yovidia BDKRB1 kat BDKRBZ2. Evog amd tou¢ moAupopdlopols oto
vovibio BDKR2, sivat o rs71103505. Mpokettal yia tnv €éAAewdn evvéa Bacswv (9bp/-9bp)
otnv 5' apetddpactn meploxn tou yovidiou (g.96671208 96671216delGGTGGGGAC, c.-
123 -115delGGTGGGGAC, ouxvotnta mepimou 0,14). H amoucia Twv evwéa PBdacswv

oxetiletot pe vPnAotepn petaypadikn Spactnpldtnta Tou yoviSiou Tou oCuvemAyestol
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144,145 146

auénuévo aplBud B2 umodoxEwv. Je pila €peuva Tou €ylve oe aoBeveig pe KAO,
BpéBnke OtL 0 MOAUUOPDLOPOG oXeTileTaL He TNV aoBévela (e€eTtdotnkav povo 21 acBeveig),
&AAn avtiotoln mou akoAouBnoe Sev emiPeBaiwoe ta mpwta amoteAéopata. *’ Evag GANOC
oAU pHopdLOPOG otnv 5-auetadpactn meplox Tou yovidiou BDKRB2 eival o rs1799722
(g.96671139C>T, c.-191C>T, yvwotoc wg -58C>T, cuyvotnta T aAAnAouopdou mepinou 0,45)

eniong Sev oxetiotnke pe o pawvotumo tou KAO.

Exel mpaypotoroln®el pio peAETn kal yia tov TmoAupopdlopd BIR-669C. O
Freiberger et al katéAnéav OtL 0 MOAUMOPILOUOG dev ennpedlel Tov dawvotumo tou KAO.
Qoto00, TPEMEL vo TOVIOTEL OTL N MeAETn Ole€nxBn oe €vav TEPLOPLOUEVO apLBUO
eTepoyevwv acBevwv.'”® Ma to tov moAupopdiopd 46T> C éxel emiong SnUOGCLEVTEL pia
epeuvnTIKr SoUAeld.'® Te auth o TOAUNOPDLOHOS GUOYETIOTNKE He TNV NAKiA Evapéng Tng
00B£velag Kal CUYKeKPLUEVA oL a.oBeveig pe yovotumo CC ekdnAwvouv To MPWLUA T VOoo.
H elpeon | akopa n KOTaAvonon tng emidpacns aUTWY TwV TOAUHOPGLOMWY UMOopEL va
BonBnoeL otnv kaAUtepn ektipnon tng mopeiag TG vOOOU KAl OtV TPOYVWon TNg

aoBgvelag, kol evoeXoUEVWE 0To va tpotaBolv Kalvoupylol Beparmeutikol oTo)oL.

A9. ZKOTOC

Emeldn, o FXIl elval éva amo to TECOEPO CUOTATIKA TOU CUOTHUOTOG €Madng To
OTOl0 GUMMETEXEL OTOV HOPLOKO UNXAVIOMO TNG vooou™ kat emeldr, oL embpdoels tne
Bpadukwivng Siapecolafouvtal péow Twv umodoxeic tng Ppadukwivng™® iowg ot
noAupopdlopol oe autd ta yovidia va mailouv kamolo poéAo otn cofapotnta f Tn
ocuyxvotnta tou KAO. O moAupopdLlopog tou yovidiou FXII, rs1801020 (g.5046T> O, c.-3T> C),
ouvbéetal pe ta enineda tou FXIl. Atopo opoluya yla auto tov oAupopdlopd (CC) €xouv

151

xaunAotepa enineda FXI.™" Emiong, to C aAAnAdpopdo tou moAupopdlopol -699G> C

(rs4905475) otnv meploxy Tou Tpoaywyéa Tou yovidiou BDKRB1, ocuoxetiletal pe

138 'Eto1, oL

peyaAltepn moootnta MRNA kat unAotepn SpactnpldtnTa ToU TMPOOYWYEQ.
noAupopdlopol auvtol pmopel va emnpedcouv tnv maboyévela Kal tov GaVOTUTIO TNG

vooou. N autd to Aoyo pehetrBnke o mBavog toug podog os acBeveic pe KAO.

OL napanavw noAupopdlopol pehetnOnkav os 123 aobeveig pe KAO (ave€dptntou
TUTou) Kal w¢ opada eléyxou xpnotpormoBnkav mepimou 100 ¢ucloloylkol UAPTUPEC.
ApxLKa, €ylve amopovwaon DNA oe Seiypata acBevwv aAAd xpnotuomnolndnkayv kat delypata

ond to apyeio tou epyaoctnpiou. Emeita, mpaypatonowiOnke evioyuon tou DNA pe

31

Institutional Repository - Library & Information Centre - University of Thessaly
10/04/2024 12:04:27 EEST - 3.228.24.70



aAvoldwtn avtibpaon TMOAUUEPAONG Kol TEPN TwV MPOIOVIWV evioyuong HE KAatdAAnAa

£viupa Teploplopol waote va iPoaSLoPLOTEL 0 yOVOTUTIOC.
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B. EL61k0 MéE€poc- YAkO kot MeBodoAoyia

B1. YAwO

B1.1. BioAoyiko YALKO

TNV mapolaoa £pEUva HEAETNOAUE OE HOPLAKO EMIMESO ATOMA ATO SLOPOPETIKEC
OLKOYEVELEG E KANPOVOULKO ayyeLooibnua toTou | kat Il armd toug omoiloug €XOUUE TIANPELS

KAWVIKEG TANpOdOpLeG KaL TTPOEPYOVTAL A0 TPELG XWPEC, EAAASQ, Meppavia kat Poupavia.

To UAKKO TIOU XPNOLUOTONBNKE yLo TNV TPOyHaTonolnon Twv TMEPAUATWY TNG
TapoUcaG MTUXLOKAG gpyaciag meplteAauPave Selypata nepipepikol aipatog acbevwy mou
ntav otnv dtdbeon poag and cuAAoyr tou Epyactnpiou Avocoloyiag kat lotoocupfatotntag
™¢ latpkng ZxoAng tou Mavemotnuiov Oeooaliag (Adploa). H culoyn Tou UALKoU €ylve
KOTA TO XPoviko Sidotnua NoguPplo tou 2011 pe loUvio tou 2013 pe tnv PBonbela
SLOYVWOTIKWY KEVTPWVY Kal VoooKopeiwv tng EANGdag, tng Meppaviag kat tng Poupaviag.
OMoL oL aoBeveic MANPOUCOV TOUAGXLOTOV €va ONUAVIIKO KALVIKO KPLTAPLO KAl €va
£pPYOOTNPLAKO KPLTHPLO, Hall Le BETIKO OLKOYEVELAKO LOTOPLKO, oUWV LE TIG TeAeuTaleg
KATEUBUVTAPLEC VPAUMEC VLot TN SLAyvwon Tou KANPOVOUIKOU — QyYELOOLSHHATOG.
JuyKekpLpéva oMol ol aoBeveig epdavifouv umotpormidlovta eNeLcodLa ayyeLOOLSUATOG, UE
MELWHEVA avTlyovika emimeda tou C1INH kat tou mapdyovta C4 kot puololoyika emineda

Clg kat C3. EmutAéov, otnv HeAETn oupmeplAndOnkav 21 acBeveiq xwpig olkoyevelokd

LOTOPLKO VOoOoU Kal 11 acupntwpatikol aobeveig.

MNa To oKomo TNG epyaociag kpibnke amapaltntn n Katoypoadr] TOU OLKOYEVELOKOU
LoTtopLkol KaBwG Kal Twv Snuoypadlkwv oToelwv Twv acBevwy. Ta SnuoypadLkd otolxeia
TWV aoBevwy OMwG Kal 0 SlaxwpLopog Twv aoBevwv pe Bacn tnv KAWIKA ekSRAwon g

vooou otnplldpevol otnv BLpAoypadia,*? cuvoifovtal otov Nivaka
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Mivakac 6. Anuoypo@ikd otolxeiad aodevwv Kol @AUVOTUTILKOL TTIHPAUETPOL TTOU

aélodoyndnkav.
ZUVOALKQ Feppavia Poupavia EANGSQ
Ap1BpOG (OIKOYEVEIWY, 72,123 18, 28 14, 20 40,75
acfevwv)
®UAo (avopeg/ yuvaikeg) 59, 64 12,16 7,13 39, 36
HAia avaAuong (peon 385,2-81  41.2,13-81  37.5,10-72 37.4,2-80
T, €UPOG)
Evapén Twv CUNTTWHATWY 446 1,70  12.3,3-28  26.3,2-70 12.3,1-57
(H€on TR, €Upog)
HAia diayvwong 29.1, 2-78 28.8,3-78 36.2, 10-70 29.4,2-78
(Méon TR, €VpOG)
KaBuctepnon Siayvwong 14.9, 0-72 10.2, 0-72 8.7, 0-52 18.5, 0-58
(Méon TR, €VPOG)
XwpIG OIKOYEVEIAKO 21,17.1 10, 35.7 1,5.0 10, 13.5
1otopiko (N, %)
KAO tumou | (N,%) 106, 86.2 25,93.0 18, 90.0 63, 84.0
KAO tumou Il (N,%) 17,13.8 3,7.0 2,10.0 12, 16.0
Acbeveig pe Kkpioeig oto 62, 50.4 13,46.3 12, 60.0 37,49.3
Adpuyya (N, %)
AcBeveig pE KPIGEIS OTNV 57 (37 () 7 (25.0) 1(5.0) 19 (25.3)
KolAlaKni Xxwpa (omavia, 55 (44.7) 16 (57.1) 12 (60.0) 27 (36.0)
ouxvd, Kupiwg, N, %) 34 (27.6) 5(17.9) 6(30.0) 23 (30.7)
Acbeveig o€ Bepansia 48,39.0 9,32.1 3,15.0 36, 48.0

Hakpdag oiapketag (N, %)

Emiong xpnowpomnotiBnkav 105 vy atopo amno tnv Bacn Selypdtwy Tou gpyactnpiou

Avoooloyloc- lotooupBatdtntac, mou anotédecayv thv opdda eAéyxou (Control Group), ylo

TNV €KTLUNON Tou emUMOAOCHUOU ToU £€eTalOUEVOU TIOAUPOPPLOPOU OTO YEVIKO €AANVIKO

mMANBuopo. Ao autolg ol 51 Atav avdpeg kat ol 49 yuvaikeg, pe péon nAikia 62,5 £€tn,

NALKLako eVpoc 10 €wg 90 etwv. H T tng péong nAwkiog sivat Stadopetikn amod tnv opada

Twv acBevwy pe KAO.
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Mivakog 7. Anuoypa@ikd oTolyeior oUadac PUOLOAOYIKWY UXPTUPWV.

®Ducloloykol LapTupeg ZUVOALKQ
ApLBuOG 101
®Dulo (avdpeg/ yuvaikeg) 51/50
HAwia (néon twn/ €Vpog) 62,1/ 10-90
Kataywyn EAANVLIKN

OAa ta Selypata mponABav amo avetdptnta dtopa, EAANVIKAG, TepUavikAG Kal
Poupavikng kataywyng, onweg aflodoyouvral and 1o epwtnuatoloylo. H épsuva SLe€nyon
ocUpdwva pe tn Alaknpuén tou EAcivkl, mou cuvtaxBnke amd tnv MNaykooula latpkr Evwon
(WMA) kau eykpiBnke amd ta Emotnovikd ZUPBOUALO TWV CUMMETEXOVIWY VOOOKOUELWV.
Mparmtr ouykatdBeon 660nke amd KABe ATOLO 1) TO CUVOSEVUOVTA CUYYEVH], OTNV TIEPLTTWON

TWwV aoBevwv amo Toug onoioug n cuvaiveon Sev LOXVEL VOULIKA (TLY. TtadLa).

B1.2. Epyaotnplakog EEOMALOMOG

Ma Ttnv eKTEAEON TwV TEWPAUATWY TNG TApoUcas TITUXLOKAG €pyaciog,
XPNOLUOTIONONKE €pyaotnPLaKOC eEOTMALOMOG e€oAokArpou Slabéatpog and to Epyaotrplo
Avoooloylog Kat lotoouppatotntag tng latpikng IxoAng tou Mavemiotnuiov Oscoaliag, Ta

XAPAKTNPLOTIKA TOU omolou avaypddovtal otov Mivaka 9.

Mivakoac 8. Epyaoctnplakog eEonAtouoc

AvaAwotpo ‘Ovopa npoidvtog Ap. KataAoyou NpoéAeuon
Baduovounuévn  0,2-2ul pipette, sterile  F144801 Gilsoninc
munéta 0,2-2ul , USA
Baduovounuévn  1-10ul pipette, sterile F144802 Gilsoninc, USA
munéra 1-10ul

Baduovounuévn  2-20ul pipette, sterile F123600 Gilsoninc, USA
munéra 2-20ul

Baduovounuévn  20-100ul pipette, F123615 Gilsoninc, USA
munéta 20-100ul  sterile

Baduovounuévn  50-200ul pipette, F123601 Gilsoninc, USA
munEta 50-200ul sterile

Baduovounuévn  200-1000ul pipette, F123602 Gilsoninc, USA
munéra 200- sterile

1000uL
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B1.3. AvoAwoipa Avtidpaothpla

210 oUvoAo Twv SlepyacLwv TIou cuumepAapBavovTtol otn HeAETN XpnoLomotnonkay

avtidpaotipla Kol aVaAWGCLUO UALKQ, TOL XOPOKTNPLOTIKA TWV OTOolWwV avaypadovtal oToug

Mivakeg 9 kat 10, avtiotowya.

Mivakoac 9. Avtibpaotnpla mou xpnotomoLdnkay ot UEAETN Kol XXPOKTNPLOTIKA TOUC.

Avudpaotiiplo ‘Ovopa npoidvtog Ap.KataAdyou MpoéAeuon
loortporntavoAn Isopropanol AL0323 Scharlau, Spain
AwdavoAn 100% AbsoluteEthanol ETOO16 Scharlau, Spain
ATIOCTELPWUEVO VEPO Waterforinjection - DEMOS.A, Greece
Ayapoln Agarose 16500-500 Invitrogen, UK
Bpwutouyoardidio EthidiumBromide, 15585-011 BioRad, USA
10 mg/mL
AwdAvua TBE TBE 10x buffer 15581-028 Invitrogen,UK
AwdAvua puduiotiko ywpic MgCi2 PCR Run Buffer 10x ~ Y02028 Invitrogen, UK
(-MgCl2)
AwaAvua puSuiotiko ue MgCl2 50Mm MgCl2 Y02016 Invitrogen, UK
Mcdaptupag DNA E-Gel® Low Range 12373-031 Invitrogen, UK
Quantitative DNA
Ladder
Xpwortikn 10X BluelJuice™ Gel ~ 10816-015 Invitrogen, UK
Loading Buffer
Nepo eAevdepo Rnaowv UltraPureWater 10977-015 Gibco, USA
OAwyovoukAeotibia 100mM dNTPset 10297-018 Invitrogen, UK
Medaptupag DNA 100bp DNALadder 15622805 Invitrogen, UK
MeplootiknevdovoukAeaon BsaHl BsaHIRestrictionEnz NewEnglandBiolab
yme s, USA
MeplootiknevéovoukAeaonAcil Acil NewEnglandBiolab
RestrictionEnzyme s, USA
MoAvuepaonTaq TagDNApolymerase  18038-042 Invitrogen, UK
Kit exyUAion¢ DNA QiAamp DNA Blood 51104 Qiagen, Germany
Mini Kit
Kit kadapiouoU npoidvroc PCR QiAquickPCRPurifica 28106 Qiagen, Germany
tionKit
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Mivakog 10: Avadwotuo UALKD TTou xpnotuomotndnkayv otn UEAETN KoL XOPOKTNPLOTIKA TOUG.

AvoAwoua ‘Ovopa ntpoiovtog Ap.KataAdyou MNpoéAevon
KuBétegpwTtoustpou Uvette 220-1600 nm 9520010051 Eppendorf, UK
PUyxn rurérac 10 ul 10 ulsterilisedlongtips DL10ST Gilsoninc, USA
PUyxn runétacg 100 ul, 100 uLsterilisedfiltertips DF100ST Gilsoninc, USA
UE @iATtpo

PUOyxn munétag 1000 ul 1000 ulLsterilisedfiltertips DF1000ST Gilsoninc, USA
PUyxn munétacg 200 ul 200 uLsterilisedtips D200ST Gilsoninc, USA
PUyxn munétacg 200 ul, 200 uLsterilisedfiltertips DF200ST Gilsoninc, USA
HUE @iAtpo

PUyxn runétag 30 ul, 30 uLsterilisedfiltertips DF30ST Gilsoninc, USA
UE @iAtpo

SwAnvapia yevikng VACUETTE® EDTAtubes 454087 Vacuette, USA
aiparog

®DuaAibio PCR PCR tubes, Flat cap, sterile 6571 Corning, USA
®uaAiéo PCR PCR tubes, Flat cap, sterile 6571 Corning, USA
DualAiéio Rnase- Dnase free, 1,5 mL AM12400 Ambion, USA
puyokévtpnong 1,5 mL  microfuge tubes

Dualridio 15 mLcentrifugetubes- 430791 Corning, USA
puyokévtpnong 15 mL  sterile,

SterileDisposableScalpe ShangaiMedexinternationa GRF-2980 MedExSupply,
I / USA

B2. MeBoboAoyia ko Mevikég ApXEG

B2.1. Anopdvwon Nevwpikov DNA

To DNA mou xpnotuomnolndnke anopovwOnke amnod Seiypa mepldeplkol aipatog Twv
000svwv Kal dpucLloloylkwy HopTUpwV Tou avadépOnkav mapandvw. To aipa cuAAéxBnke
oe dLaAidia, mapouacia mapdyovra o onoiog epnodilel Tnv MAEN Tou alpatog. H anopovwon
tou DNA £ywve pe tn Xprnon eumopikd dtabéotpou kit (QIAmp DNA Blood Mini Kit) tng
etalpeioc QIAGEN (Gmbh, Hilden, Germany).

ApXLKA, Tipaypatornoleital AUon Twv KUTTApwy oto onola mpootifetal mpwtelvaon K
Kat KatdAnAo puBuotikd Stddupa (AL buffer). To piypa enwdletol otoug 56°C yia 20°-2

WPEC, KAl 0T CUVEXELA e TtpooBnkn atBavoAng (96-100%) yivetal katakpruvion tou DNA
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UE OAo To SLalupa vo petadEpetal og LOLIKEG OTAAEC armopdvwong DNA, omou akoAouBeitatl

TO MPWTOKOAAO ATIOUOVWONE TIOU TTAPEXETAL OO TOV KATOOKEU OLOTH).

Jtnv ouvéxela, to DNA mou £xel avapyBel pe atBavoln mpoadévetal otn PeUPpavn
QlIAmp, evw Tta ayxpnota mpoldovta amd T AUon Twv Kuttapwv (mpwteiveg, RNA ko
dwodolnidia) amopakpuvovtal pe SLodOXIKEG PUYOKEVTPNOELG KOL TN XProN PUBULOTLIKWY
StaAdvpatwy ékmAluong. To DNA ekxuAiletal amo tnv pepBpavn péoa o BufferAE to omoio

Sev £xet DNAoeg kat RNAoeg, mou Ba prmopoloayv va KOTOKEPUATIOOUV Ta VOUKAEIKA 0&€a.

Xpnotlgomnolwvtag autr tnv pEBodo, amopovwvetal oAtkd DNA mepimou 6ug amo
200ul mepidpepkol aipartog. H ouykévtpwon tou DNA rtav mepimou 50-200 ng/uL. Ta
Seiypata DNA propolUoav va SiatnpnBouv otoug 2-8°C yia Aiyeg HEPEC 1) KATAE TPoTiunon

o€ Babid katapuén (-80°C) yia peydo xpovikd Stdotnua, 6w otnv SIKA Hag Iepimtwon.

Miyua OAkoU aipatog + Proteinase K + Al
Buffer -> Emwaon kat petadopd otnv
£18LKNAC OTHAN ATIOUOVWONG

Quyokevtpnaon

Zém\upa pe 800 SLaSOXLKEG PUYOKEVIPNOELG
pe Buffer AW1, AW2

Quyokévrpnon (AW1: otic 6000 otpodeg/ 1’
Kot AW2: otig 14000 otpodéc/ 3')

TomoB£tnon oTtHANG AMOUOVWONG OE TEALKO
owAnvaplo ¢puAaéng omou yivetal n
£kYUALon Tou DNA péow duyokévipnaong
(6000 otpodég/ 1)

Eikova 8 Zxnuatiko Slaypauua amouovwong YEVOULKOU
DNA ue to ouotnua Qiagen Mini Blood
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B2.2. AAuoldwtn Avtiépaon NMoAupepaong

H aAuvcldbwtn avtidpaon tnhg moAupepaong (polymerase chain reaction PCR) sival
pLo pEB0SOG e TOAD peyaln epapuoyr otn SLAYVWon TWV YEVETIKWY VOO UATWVY. ETLTpEmel
v evlupikn olvBeon peyalou oaplBuol avilypddwv GCUYKEKPLUEVOU TuRuato¢ DNA
XPNOLUOTIOLWVTAG OOV UTIOOTPpWHA yeVOpLKO DNA (Mullis et.al, 1987). Ta. dkpa TOU TUHUATOC
mou moMamAaotaletal oploBetouvtol pe TNV emhoyr] SU0 oAlyovoukAeotiSiwv TOU
AettoupyoUv oav ekkvnTEG (Saiki et.al, 1988). Stnv avtidSpaon Aapupavel xwpa MOAUUEPLOUOG
(eméktaon twv ekkwvntwv) pe DNA moAupepdon mou eivat oe Béon va ouvBéoel

oupmAnpwpoatikr €Atka DNA pe koteBuvon 5’23,

H avtidpaon ylvetal oe €va UIKPO owAnvdplo oe Oyko ouvhBwg 20-50ul, kot
xpelaletal deocofuptBotpidwodopikd voukAeotidia (ANTP’s: dATP, dCTP, dGTP, dTTP) kat
€181KO SLAAupa pe YAwpPLoUxo payviolo KaBwg Kot el61kO pubuLoTIKO SldAupa péoa oto
omolo umdpyxouv OAa TA XNUKA avildpoothipla Tou eival amapaitnta ywo T owoth

Aettoupyla TG MoAupEPAONG.
H avtiépaon PCR mepAapuBAveL TA MOPAKATW OTASLAL:

1. Antodiaragn tou unootpwpatog DNA (template denaturation) oe unAn Bepuokpacia

94-96° C yio StdpkeLa repimou va Aemto.

2. Z0V6E0N TWV EKKLVNTWV E TIC CUUMANPWHATLKEG Toug aAnAouyiec mou Bpiokovtal oTig
arnévavtt aluoideg tou DNA (annealing), o Bsppokpaocio petagd 37-70° C yio éva Aemto. H
bavikn avtidpaon €xel Bepuokpacia annealing oto uPnAdtepo duvatd onpeio WoTe va PNV

UTTAPXEL PN €L8LIKA cUVEEDT TWV EKKLVNTWV OTO UTOoTpwia Tou DNA.

3.EmuAKkuvon Twv UBPBLoOREVWVY EKKLVNTWYV (primer extension). H avtidpoaon yivetal oe

Bepuokpaocia cuvBwe 72° C yia éva Aemto.

O akpLBNg xpovog tng emprkuvong kabopiletat anod to péysBog Tou mpoidvtog ou BEAoUE

va ipokU L KoL ard TV moootnTa Tou ap)Llkol DNA. (swkova 9)

Y10 TéNOG KABe KUKAOU TO TPOIOV EMIUAKUVONG TOU KABOe ekkvnth amotelel
UTIOOTPWA VLA TOV GANO EKKLVNTI OTOV £MOUEVO KUKAO Ttou avapyilel pe amodidtaén tou
DNA. Muwa ouvnBiopévn avtidpaon PCR mepllapPavel 25-35 kUkAouc. Me katdAAnAn
gmAoyn ekKvnTwv pmopel va moMamAaoctaotel onolodimote tuApa DNA tou omolou n

oAAnAouyia eival yvwotr).
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Ewkova 9. ZYNUATIKO SLAYpOUUO TWVY YEYOVOTWVY MToU AduBavouV xwpo Katd tThv aAuotéwtr) avtibpoon
NG MoAULEPAONG

TNV OUYKEKPLUEVN TIELPAUOTLKY) €pyacio, Tpayuotonow|Bnke eviyuon péow NG
oAuoldwtn¢ avtidpaong MOAUPEPACNC, XPNOLLOTIOLWVTAG EKKLVNTEG yla Ta yovidia BDKRBI,
FXIl. OL aAAnlouxleg¢ Ttwv eKKVNTwv, TOU avtAndnkav omd tn Otebvr) BipAoypadia,
OMOCKOTIOUOAV OTNV  €ViOYUON TWV GCUYKEKPLUEVWY QVOYVWOTIKWY TAQLCLwY, Omou

ebpalovtal ol MoAupopdLopoL Tou pag evoladépouy.

40

Institutional Repository - Library & Information Centre - University of Thessaly
10/04/2024 12:04:27 EEST - 3.228.24.70



Mivakog 11. Stoyeio twv {eUywv ekkivntwy, poodioc (F) kat omiodiog(R).

Fovido AA\nAouyia Mnkog (bp) npoidvtog PCR
BDKRB1 Forward primer:5’-Agg gsAACACAAgCAAAAg gC-3’ (20bp) 191bp
(Bachvarov 1998)"** Reverse primer: 5’-CCA ACT gAAggC CCC TTA C-3’ (19bp)
FXII Forward primer: 5'-TgA TAgCgA CCC CCCAgA AC-3' (20bp) 142bp
(zito 2000)*** Reverse primer: 5'-gAT AggCAgCTggACCAA Cg-3' (20bp)

MNa kaBe deiypa xpnotpomnoibnkav 100-200 ng yevoulkoUDNA mou evioxubnkav oe
avtiépaon PCR 30 pl. Ztnv avtidpaon PCR yla to yovidlo tou FXII mpootednke enmumAéov Kal
DMSO (6ipueBulocouldoteidio) ylati to mMoocootd twv Seopwv USPoyovou METAED Twv
Bacewv G-C elval peyohutepo amd 60% kal n mapoucia authg tng évwong Bonba otnv

KoAUTepn amodidtatn twv Suo aluaidwv DNA tng SUTAn g EAKag.

ETolpdotnke Eva KUpLO Helypa Kot Eva Jelypa Taq MOAUMEPAONG LE Ta €€)C CUCTATLKA:

Mivakoac 12. YAtkd kuptlou ueiyuatoc yLa to yovidto tou FXII

Avtidpaotiplo ‘Oykog
H,0 242,5 ul
10xPCRBuffer 50 ul
dNTPs(2.5mM) 40 pl
MgCl,(100mM) 7,5 ul
PrimerF (50 pmol/pl) 10 pl
PrimerR (50pmol/pl) 10 pl

Mivakoag 13. YAkd kuptlou Ueiyuatoc yia to yoviéio tou BDKRB1

AvtiSpaotiplo ‘Oykog
H20 199,3 pl
10x PCRBuffer 50 ul
dNTPs (2.5mM) 40 pl
MgCI2 (100mM) 7,5 ul
PrimerF (50 pmol/ul) 10 pl
PrimerR (50pmol/pl) 10 pl
DMSO 43,2
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Mivakog 14. YAka peiyuotoc Taq moAuuepdong.

Avtudpaotiplo ‘Oykog
H,0
Taq 2,2 ul

MNa k@B delypa tomobetiOnkav os éva GpLaAidlo: 22 ul amno to kuplo pelypa, 6 pl ano

to peiypa TagmoAupepdong kot 2 HIDNA tou deiypartog, evw xpnotpomnol)onke éva TupAo

Selypa yla kaBe avtidpaon, yia va emiBeBatwbel 6tL Sev umtrpxe empoAuvon.

Ztov Nivaka 15 mapatiBevrtal ol Bepuokpacieg kat n Sldpkela Tou kABe otadiou g

aAuoldwtn¢ aviidpaong moAupepdong. OL avtdpdoelg EAafav xwpa o cwAnvapla tng

Corning (CorningCat 6571) kal o BeppokukAomnolntég Robo-cyclerGadient 96 Stratagene. Ta

npolovta PCR Slaxwplotnkav oe MmNkt ayapolng 2% kot ¢wrtoypadnbnkav os tpamnela

UTEPLWSOUG aKTLVOBOALG.

Mivakac 15. ZuvOnkeg te aAvotdbwtrc avtibpaconc moAuuepaong.

NoAuvpopdiopoi

5046T>C 697G>C
Ztadlo Oepuokpacio Aldpkela Ogpuokpacia Aldpkela
Apxun . amodLatadn g oc 2min 94°C 2min
(Firstdenaturation)
AntoSidtogn (Denaturation) 94°C 30sec 94°C 45sec
YBptSiopdc (Annealing) 55°C 30sec 60°C 45sec
Enéktaon (Extension) 72°C 30sec 72°C 45sec
Tehwkn enéktaon (FinalExtension) 72°C 5min 72°C 5min
KokAot 34 38

B2.3. NéYn pe Evivpa Neproplopot

H peAétn twv moAlupopdlopwy 5046T>C—FXIl (rs1801020) kot tou 697G>C-BDKRB1

(rs4905475), mpayuotomow)Bnke €neita omd méPn Twv mpoidvtwv PCR pe éviupa

nieploplopol (Restriction Fragment Length Polymorphisms-RFLP), to BsaHl kot to Adil

avtiotolya (kataokevaotic NewEnglandbiolabs).
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EXI: meyn ue BsaHl

To évlupo avayvwpilel kat kOBeL Tnv aAAnAouyia:

v
5...GRCGYC...3’

3'...CYGCRG...5’
A

Etowudotnke To pelypa méPnc cuudwva pe tov mivaka 16

Mivakoc 16
Avtuidpaotiplo ‘Oykog
dH,0 145l
10x NEBuffer 4 30ul
BsaHI eviuuo (10U/ul) 10pl

Ma tv néPn 6pl tou mpoidvtog PCR xpnotuomolndnkav 9ul tou peiyparog néPng, Itn
OUVEXELA, TIPOYHATONOWNONKE N enwaocn Tou Melypotog oe udatoloutpo otoug 37°C yla

ToUAG)LOTOV 16 WPEC.

O SLaxwpLopog Twy Tpoloviwy MEPNG €yve pe nAektpodopnon o TNKTH ayapolng 2,5-
3,0%. AvoAuTika, el mapouoiag Tng HeTdMagng, aviyvevovtal Suo 6£oueg mpoioviwv PCR
ota 116 kal 16bp petd tnv nAektpodopnon tou PCR mpoldvTog mou MPoKUTITEL ATt TO APXLKO
npolov. e nmepintwon opoluywtiag napatnpeital pia 6éoun ota 142bp kabwe to £viupo Sev
KOBeL TNV aAAnAuyia. Ie etepoluywteg dopelg Tou MoAupopdlopol avixvelovtal YETA TV
nAektpodopnon tpelg déopeg ot 142, 116 kat 16bp. Q¢ Betikol paptupeg tng meYPng
xpnotpomnotnOnkav delypota oto omnoia eiye emiPePotlwbel n anovaoia tou moAupopdLopol pe

™V TEXVIKN avaiuon aAAnAouyiog Baoswy.

BDKRBI1: neyn ue Acil

To éviupo avayvwpilet kat kOBeL tnv aAnAouyia:

5'...XCGC...3'
3'..GGCG...5
A

Etolpdotnke to pelypa méPng clpudwva pe tov mivako 17
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Mivakac 17

Avtudpaotiplo ‘Oykog
dH,0 145ul
10x NEBuffer 3 30ul
Acil eviupo (10U/ul) 10pl

Ma tv néPn 6l tou mpoidvtog PCR xpnotuonotndnkav 9ul tou peiypatog néPng, Itn
CUVEXELA, TIPOYHATOTOLNONKE N EMWAON TOU Helypatog og udatdloutpo otoug 37°C yla pia

wpa.

O SLaxwpLoPOG TwV MPoIioVTWY MEPYNC €yve He nAektpodoOpnon o€ TNKT ayapolng
2,5-3,0%. AvaAuTika, emti amouaotiag tng HetdAAagng, aviyvevetal pia S€oun mpoiovtwv PCR
ota 191bp petd tnv nAektpododpnon tou PCR mpoidvrog. e mepimtwon opoluywrtiog
Snuloupyeital pa véa Béon méPng Kat mapatnpouvral duo déopeg otig 134 kat 57bp. e
eTepolUYWTEG Popeic Tou TOAUHOPDLOUOU avixveUovTal HETA TNV NAekTpodOPnon TPELS
S6€opeg otig 191, 134 kat 57bp. Qg Betikol paptupeg tng MEPNG xpnotponotBnkav detyuota
ota omola eixe emuPePawwdel n UMapén Tou TOAUUOPGLOMOU HE TNV TEXVLKA ovAAuon

aAAnAouyiog Baoswv.

B2.4. HAektpodOopnon o€ yEAn ayopolng

O €Aeyx0G TOU HeYEBOUG TWV MPOIOVTWY TNG aAUCLOWTHG aviiépaong MoAupHepAonG
(PCR) kaBw¢ kat 0 laxwpLlopog Twv Mpoioviwy MEPNg yvav opatol pe nAsktpodopnon oe

VEAN ayapolng 2,5 pe 3%, emni mapouciog pubuiotikol dtalvpartog 1XTBE.

H nAektpodopnon sival pla péBodoc mou ekpeTaAAeVETAL TO APVNTIKO GOPTIo Twv
dwodopikwv opadwv Tou DNA, £T0L wote dtav auto tonoBetnOel evtog nAektpikol mediou
va KwvnBet mpog tov Oetikd moAo. Tuykekplpéva, To DNA tomoBeteital os yéAn n  omolia
tomnoBeteital otnV cuokeun nAektpodopnonc. Me tnv edpappoyr nAektpikou mediou to DNA
Ba kwnBel katd tov apvntikdé mOAo pe TaxUTNTa ovaloyn tou peyéBouc Tou, Kol
g€aptwpevn eniong anod to péyedog twv mopwv ¢ YEANC. Etol oe éva peiypa pe Stadopa
tunuato DNA, to pukpotepa TURpata Ba Kivouvtal ypnyopotepa pog tov Betikd molo, evw

ta peyaAltepa Ba Kwvouvtal mo apyd. Mmopouue £tol va Stayxwpicovpes ta Slddopa
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TuRuata DNA, kot mapdAAnAa XpnoLUOTOLWVTOC £vav Haptupa Pe TuAuata DNA yvwotou

pey€Boug va yvwpilou e To péyeboc Tou KAOE TURUATOC Tou SlaxwpeloTnKE.

JTo THAKTwHO TPootebnke emumAéov  SaAupa  Ppoutolxou  albldiou  TEAKAG
ouykevtpwonc 0,5 ng/ml, to onoio amotéAeos tnv $pBopilovoa xpwotikr. To Bpoutovxo
aBidlo €xeL tn duvatotnta va Slelobuel avapeoa otic Baoelg tou DNA kat va ¢pBopilel,

otav ektebel og umeplwdn aktivoBolria (UV).

Y& kABe éva amno ta Seiypata mpootednke 161k xpwotikn (loading dye) os avaioyia
1/10 tou 6ykou tou Selyparog mou nAektpodopeital (10uL deiyparog, 1uL xpwotikn), €tot
WOoTe va SLoKplveTal n HeTOKIvNON TOUG OTO TNKIWUO. 2TN OCUVEXELL TO KABOe Melypa
TOMOBETNONKE OTO MAKTWHA KoL PETaKLvoUvTaL amno 50 éwg 70 Aemtd ota 120 V kat 400 mA.
Ma tov umoAoylopd Tou HeyEBoug, TOoo Twv Tpoiovtwv PCR 600 Kkal mpoidviwv MEYNC,
xpnowomnowibnke w¢ paptupag o E-GellowRangeladder (100-2000 leuyn PBdoeswv). H
dwtoypadnon tng yEANG £ytve umo umeplwdes dwg (UVITEC, SerialNo. M031308) kat Tou
ouvobol AoylopikoU  ‘gelcapture’ (DNRBioimagingSystems), evw oL o¢wrtoypadieg

anoBnkevtnKkav os popdr bitmap.

B2.5. KaOaplopog twv npoiovtwv PCR ntpog avaAluon aAAnAouyiog Baoswv

Ma tnv emPepaiwon Twv AMOTEAECUATWY, OXETIKA LE TNV TAPOUCLA TWV YEVETLKWV
napaAlaywyv ou PeAetnBnkay, €ywve avaluon alniouyiag fdoswy (sequencing), Katomy
KoBaplopol twv PCR Tpoloviwy, 0 apKeTA amo ta Ssiypata. XpnotponowBnkav tuxaia
oAG Kot emdeypéva Selypota, TO00 BeTIKA, WG TMPOC TNV MAPOUSIA TwV &V Adyw
moAupopdLlopwy, 600 Kol apvnTIKA. Mpaypatomnol)Bnke kateuBuvopevn aAAnlolxnon Ue
™ xpnon tou BigDyeTerminatorDNAsequencingkit (AppliedBiosystems) kal TOU YeVETIKOU

avaAuth aAAnAouyiog Baoewv ABIPrism 7100 (AppliedBiosystems, FosterCity, CA).

O kaBoplopog twv mpoldovtiwv PCR mpaypoatomolnBnke pe T XpPnon Tou
PureLinkPCRPurificationkit (Invitrogen, Cat.No. K3100-01), cUpdwva pe TIC 0bnyieg Tou
KOTOOKEUAOTH. ATTOOKOTIOUOE OTNV ATMOMAKPUVGN EKKLVNTWY, VOUKAEOTISLWY, TTIOAULEPACNC
KoL QAGTWV, TIPOKELPMEVOU TaA TIPOLOVTA va XpnoLpomolnBolv otn CUVEXELD yla avAaAuon

oAAnAouyiog Baoswv.

AvoAutikotepa: Mpootébnkav 4 oykol BindingBuffer (B2), avopelyvUoups Kol To
petadEpoupe otig elSLkEC otnAeg PurelinkSpin oL omoleg mepléxouv pepppavn, £ToL wWOTe va

viveL mpoopddpnon tou DNA péow tou SwoAvpatog PBI, to omolo séaodalilel tnv
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QUOLTOUHEVN OCUYKEVTPWON aAdTwV Kal pH. Emelta, mpaypatonolnonke ¢puyokeEvtpnaon ot
10000 otpodég yia 1 AEMTO KAl QMOUAKPUVON TOU SLOAUMATOG TG dUyoKEVTPNONG. TN
OUVEXEL, akoAoUBNaE ekmAUGON TNG OTAANG UE PUBULOTIKO SLAAUUA TTIOU TIEPLEXEL aLlBOVOAN
(Whasingbuffer) kat ¢puyokévtpnon otic 10000 otpodec yia 1 Aemto. AkoAouBnoe Seltepn
duyokévtpnon otig 10000 otpodEc yia 3 Aemtd, xwpic TV mpoodrkn allou StaAlpatoc, pe
OKOTIO TNV QIOMAKPUVON TUXOV albavoAng amod Ta Towuata tne otnAng. TEAog, n otnAn
tonoBetOnke o ocwAnvaplo puyokevtpnong Twv 1,5mlL, mpootédnkav 30 pL StaAvpatog
ekyUAong (Elbuffer), mapépewve yia 1 Aemtd oe Oeppokpacia Swuatiou Ko
nipayuatonolionke teAkr puyokévipnon ota 13000 otpodég yla 2 Aemto. a Tov €Aeyxo
KOL TOV TPOOSLOPLOMO TNG TIOCOTNTAG KAl TNG ToloTnTOC Twv Tpoldviwv PCR mou
amopovwOnkav, akohouBbnoe nAektpoddpnon Twv MPoidvtwy, He peBodoloyia TOU
TEPLYPAPNKE aAVOAUTLKA Topamdvw. To kabaplopévo delypa DNA amoBnkeltnke otoug -

20°C pExpL TNV IpayoTonoinon tne avaluong tne aAknAouxiag tou.
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. AnoteAéopata
I'l. HAekpodopnon o€ yEAN ayapolng Twv npoloviwy nEPng

JTIG €LKOVEG TTAPOoUCLAloVTaL EVOELIKTIKA ammoTEAECHOTO NAEKTPOPOPNONG UETA amd
PCR-RFLP yia tnv avixveuon twv mapallaywv Tou HeAETABnKkav alAd Kal ovaAluong

aAAnAouyiag Baoswv yla tnv emiBeBaiwon TwWV AMOTEAEGUATWV.

Ewova 10. Avtumpoowneutiko napadewyua néyne pue PCR-RFLP, yia tnv aviyveuon tou
C46T noAuuop@iouou tou yovidiou FXII. M: pdptupac. Aslypata 2, 9, 10, 11 wt, siypata opoluya
5, 6, 7, Selypata 1, 3, 4 etepdluya yla tov moAupopdlopd C46T. H nAektpodopnaon £yve o€ TINKTH

ayapdlng 3%.

Ewkova 11. Avinpoowneutiko apadsypa néPpng pe PCR-RFLP, ywa tTnv avixveuon tou
aAAnAopopdo -699G>C oAupopdLopol tou yovidiov BDKRB1. M: pdptupag. Asiypata 1, 3, 4, 5, 6,
7 wt, delypa 16 opoluyo, deiypata 2, 8, 9, 10, 11, 12, 13 etepoluya yia Tov TOAUHopdLOUO -699G>C.

H nAektpodopnon €ylve o MNKTA ayapolng 3%.
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r2. AAnAouxwon TtTwv mNPOIOVTIWV TNG aAvodWTAC aviidpaong

TIOAUMEPAONG
TCcAT oG T CC ST T CAT GGCHET CC GT T CAT G GCAT CC GT
ale ML~ altht oo N TAALIA

Eikova 12. AVTITPOOWITEUTIKO mapddetyua avaivons aAAnAouyiag Baoswv, otnv nepioxn
TOU urnoktvntr oto yovibto FXII. H aAAnAouyion €xel yivel Ue Tov avTtioTpo@o ekkvnty . A. Agiyua e
YOVOTUTIO dyplou TUTou. B. Agiyua Ue yovoTumo €Tepoluyo yla Tov moAuuopploud. . Asiyua ue

YOVOTUTTO OUOLUYO YLa TOV MOAULOPQLOUO.

Ewkova 13. AvTLTPOOWREVUTIKO mapadelyua avaivons aAAndouyioag Baoswyv, otnv neployxn
TOoU umnokivnt oto yovidio BDKRB1. A. Aciyua Lie yovotumo ayplou tumou. B. Asiyua ue yovotumo

ETEPOLUYO yLa Tov ToAupop@Loud. I Asiyua e yovotumo ouoluyo yLa ToV TOAULOPQLOUO.
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3. Zratiotikn avaiuon

H otatiotikn enefepyacia mpayuatonoliBnke Ye To oTATIOTIKO makéto SPSS 19.0
(SPSS Inc., Chicago, USA). Ot cuveyeic HeTaANTEG ekppaoTnKav WG SLAUETOG (EUPOG TLUWV),
EVW Ol PETAPANTEC KATNYOPLEC WG armOAUTN TN 1 Toocootd. Ot cuykpioslg 6oov adopd Th
oUXVOTNTA QVAHPESA O METAPANTEC KATNYOPIEC TPAyHOTOTONBRKav He Tov €Aeyxo X7,
Spearman Correlation kat logistic regression, evw Ta amoteAéopata ekppaoTnKay w¢ AOyog
avahoywwv (odds ratio, OR) pe tOo avrtiotolxo Sidotnua eumiotoolvng 95% (confidence
interval, Cl). OL OUYKPLOELS QVAPECO OE KOTNYOPLKEG KOL OUVEXELG HETAPBANTEG Eywvav e
Mann-Whitney U- test pun mopoapetpikd €Aeyxo kat Logistic Regression . OAoL ol €Aeyyotl

BewpnBnkav oTATLOTIKA onpavtikol, o eninedo onuavtikotntag p <0,05.

Ztnv nmapoloa PeAETN SlepeuvnBnKe n ocuxvotnta Twv MoAupopdlopwv C46T Kal -
699G>C twv yovidiou FXII kot BDKRB1 avtiotowa kot kKabBwg kal ot Sladopég mou

TIPOKUTITOUV KATA TN OTOTLOTIKY Sokipaoia x* og aoOeveic.

r3.1. Zratotkn avaAluvon ywa tov moAupopdpLlopo FXII-C46T

Amo toug aocBeveic pe KAO 30 ntav etepdluyol dpopeic Tou moAupopdlopol Kal 6
napouciaocav oe opuoluyn katdotoaon To aAANAOpopdo Tou ToAUpopdLUCHOU FXII-C46T. H
opada Twv acBevwv Pploketal oe Looppomia Hardy-Weinberg [p= 0.161]. 3tnv oudada
pHopTUpwV eiyope 38 etepoluya Kal 1 opoluyo ATOUO yla Tov ToAupopdLopo tou FXII kot
Bploketal emiong oe ooopomia Hardy-Weinberg [p= 0.063]. H ouxvotnta Ttou
oAAnAopopdou cupdwvel pe tnv BBAloypadia. Katd tn olykplon tng ouxvotntag
enintwong tou moAupopdlopol FXII-C46T daivetal OTL §ev UTIAPXEL OTATIOTIKA ONUOVTIKY
Slabopd HETAEY TNC OMASAC EAEYXOU KOL TWV LYLWV Maptupwy [p= 0.180, x° test] (Mivakog

18).
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Mivakog 18. Ta anoteAéouara tn¢ ouxvotnta aAAnAoudppou Ttou moAuuoppiouol FXII-

C46T, oe aoF¢eveic ue KAO kat o UOLOAOYIKOUC UAPTUPEG

Atopa pe KAO Feppavol Poupdvol EAAnveg
ZUVOALKA (KAO) (KAO) (KAO)
(n=123) (n=28) (n=20) (n=75)
Ouoluyol (T/T) 6 5 1 0
Etepoluyol (C/T) 31 7 5 19
Suxvotnta T aAAnAoudpdou 17,4% 30,4% 17,5% 12,7%

®DucloloyKoi papTupEeg

(n=101)
Ouoluyol (T/T) 1
Etepoluyol (C/T) 38
Suxvotnta T aAAnAoudpdou 19.8%

MNa ta owdApata Adpuyya Kal ta owdriuota Koliag n Stadopd petafld Twv

YOVOTUTIWV ToU TOAUHOpLOUOU Tou yovidiou FXII 8ev elval oTATIOTIKA onpavtikr, SnAadn

n ekénAwon odnudatwv Adpuyya Kat koiag ev oxetiletal e TOV YOVOTUTIO TOU acBevoUg

[p= 0.192 «kat p= 0.135 avrtiotowa Fisher's exact test]. Emiong 6ev Bp£bnke kal Kapia

OUCYXETLON TOU YOVOTUTIOU HE TNV aVAyKn MOKPAG Sldpkelag mpoduAakTiknig Beparneiag [p=

0.112, Fisher's exact test].

Qotooo, BpEOnKe CUCYXETLON TOU YOVOTUTIOU ToUu FXII pe thv nAwia évapéng tng

vOOOU TIOU ELVOL O ONAVTIKOTEPOG YVWOTOC TTPOYVWOTLKOCG SeIKTNE TNG vOoou. Mpoékue To

CUUTEpOOUA OTL dtopa pe yovotuno CC esudavilouv mo vwpic tn voco. [p= 0.007, Mann-

Whitney U- test] (Elkova 14).
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Ewkova 14. Sxéon tou yovotumou tou FXII ue tnv nAwkia évapéng tng vooou.

Emniong, 6cov adopd TN ox£on Tou MoAUHOpdLOUOU e TNV hAKia évapéng Kavape 2
KOTNYOPLOTIOLHOELG. AvaAoya e To av eudavicav mpwtn Gopd CUUMTWHATA TPV I} LETA TNV
NAia Twv 12 eTwv KaBWE Kot PV Kol Hetd ta 14 £€tn. H Siyotopog opiotnke ota 12 €t
ylati o 75% Ttwv acBevwv epdavilouy CUPITWHATO TPV amd auTrh TV nAwkic. > BpéOnke
OTATLOTIKA onuavtikh Sdtadopd avapeoa otic SU0 opAadeg Kol oTLG SU0 KATNYOPLOTIOLNOELG

eMPBEPALWVOVTAC TA TTAPOTAvVW amoteAéopata [p= 0.017, p= 0,008, x° test].

Onwg mpoavadépbnke to KAO odeidetal oe avemdpkela tou CI1INH Adyw
petaA\Géewv oto yovidio SERPINGI. Tafvopnoape tig petaAAalelc twv acbsvwv o 6
KOTNYOpLeC: TOPEPUNVEVUOCLUEG,  avePUNVEUOLUEG, aMayng TAalciou  avayvwong,
AavBaopévou  patiopatog,  peydAng  sloaywyng-éAewpne  Pdoswv,  PUBOULOTIKEG
(umokatdotacn Tou MPWTOU APWVIVOEEWG TNG TPWTEIVNG) Kol amoucia petdAAagnc. Asv
Bp€Onke cuay£tion tou €idoug TNG LeTAMAENG He Tov TIoAUpopdLOO Tou yovidiou FXII [r=-
0.087, p= 0.338 Spearman Correlation-x* test]]. EM{onc, KotnyopLomotcape TG LeTAANGEELG,
Baowduevol otn mpoodatn  BBAoypadia,’® 0t TOPEPUNVEUCLUEG KOl OF N
napepunveloleg, Kot Sev Bpebnke kamolo cuoxétion [p= 0.096, Fisher's exact test]

(Mvakag 19).
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Mivakac 19. Mooootd twv €dwv twv uetaraéewv oto yovibio tou SERPINGI mou @épouv ot

aodeveic

Eido¢ petaAAd&ewv tov SERPING1

N, %

MapepUNVEVCLUES

AvVEPUNVEUOLUEC

ANy mMAaLGLou avAyvwong
AovOaOUEVOU LATIOHATOC

MeyaAn swoaywyn-eAewbn Baoswv
PuBuLoTikeg

Amouocio LeETAANENG

40, 32.5
17,13.8
30, 24.4
17,13.8
7,6.0
5,4.0
5,4.0

Eido¢ petalAd&ewv tov SERPING1

N, %

MapepUNVEVOLUES
AvepunVveUOLUEC

40,32.5
83,67.8

3.2. Zratotikn avaivon ywa tov moAvpopdiopé BDKRB1-(-699G>C)

Ao tou¢ acBeveic pe KAO 17 ntav etepoluyol dopei¢ kal 1 mapouciooce ot

ouoluyn kataotacn To aAAnAopopdo Tou TOoAUpopdLopol  BDKRBI-(-699G>C).

o

MANBUOoUOG Twy acBevwy Bploketal os oopponia Hardy-Weinberg [p=0.521]. Itnv opdda

HopTUpWV elyape eniong 13 etepdluya kat 1 opodluyo atopo 660 adopd Tov MOAUHOPHLOUO

Tou yovidiou BDKRBI1. H opdada twv acBevwv emiong Ppioketal oe wooppomia Hardy-

Weinberg [p=0.521]. H cuyvdtnta tou aAAnAopopdou eival Alyo ULKpOTEPN AmO QUTH TIOU

avadépetal otnv BipAoypadio aAAd mpenel va Toviotel OtL Sev €xel peletnBel moté oe

peyaho Selypa yla va eival aflomotn n ouxvotnta. Kotd tn olyKpLon Tng ouxvOTNTAG

enintwong tou TmoAupopdlopol daivetal OTL Sev UTIAPXEL OTATLOTIKA onuavtiky Stadopd

HETOEY TNG ORASOC EAEYXOU KAl TwV LYLWV HapTUpwy [p= 0.869, X* test] (Mivakag 19).
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Mivakac¢ 20. Ta amotedéouata ¢ ouxvotnTac aAdndoudpeou tou moAupopgiouot BDKRBI-(-
699G>C), oe aodeveic ue KAO

Atopa pe KAO Feppavol Poupdvol EAAnveg
ZUVOALKA (KAO) (KAO) (KAO)
(n=123) (n=28) (n=20) (n=75)
Ouoluyol (C/C) 1 0 1 0
Etepoluyol (G/C) 17 4 4 9
Suxvotnta C aAnAouopdou 7,7% 7,1% 15% 6%

®Duololoykol papTupeg

(n=101)
Ouoluyol (C/C) 1
Etepoluyol (G/C) 13
Juyvotnta C aAAnAopdpdou 7,6%

O nmoAupopdLopog dev emnpedlel TNV KAWVIKY eKSAAWON TNG VOGOU OTO APOV UALKO.
JUYKEKPLPEVA OV €XOUMUE KOUIOL OTOTLOTIKY) OUOXETION QVAUECH OTOV TIOAUUOPPLOUO -
699G>C Kal TNV eviOmon Twv owdnuatwyv Adpuyya [p= 0.906] N kow\lag [p=0.491] kat tn
AU pakpag Siapkelag Bepameiag [p= 0.998] cUudwva pe to Logistic Regression. Emiong
KOpia oTATLOTIKA onpavtikn dtadopa Sev Bpebnke kal pe to Fisher's exact test [p= 0.945,
p=0.190 p= 0.815, avtiotowa]. Eniong, dev PpéOnke cuoxETion Kal pe TNV nAkia évapéng
¢ vooou [p=0.351, Mann-Whitney U- test].

Ma tnv oxéon petafl tng nAkiag évapéng tou KAO kol Tou yovotumou tou BDKRB1
Kavape emniong tig SU0 KATNYOPLOTOLNOELG, TIPLV KAl PETA TNV NALKIo Twv 12 €TwV Kal mpLv
KoL HeTA Tta 14 £€tn. AN Sev BpEOnKe OTATLOTIKA ONUAVTLIK CUCXETLON OUTE OTNV MPWTN [p=

0.380, x’ test,], oUTe otnv Sevtepn mepintwon [p= 0,599, x2 test].

Emiong, &ev PBp€bnke kamola Tou MAPATAVW TOAUUOPdLOHOU pe TOo £(60¢ TNG
peTaAaéng. OUTE OTNV KOTNYopLOTIoinon O MOPEPUNVEVUGCLUEG, AVEPUNVEUGCLUEG, oAAAYNG
mAalciov avayvwong, AovBaopévou PaTiopATOoC, HEYAANG slooywync-¢AAewdng Baocswy,
PUBLLOTIKEC KoL amouoia PeTdAaENG [r= -0.037, p= 0.681 Spearman Correlation-x test],
oUTE OTNV KATNYOPLOTIOINGN O MAPEPUNVEUCLUEG O pUn Topeppnvelolueg [p= 0.946,

Fisher's exact test].
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Téhog, ave€aptNTwG Twv ToAUUopdLopUWY daivetal OtL oL avépeg xpelalovrtal
ouxvoTEpO HaKPAG Slapkelag Beparmeia av Kol auto BewpnTikd pnopel va opelletal oto OTL
VEVLKA avdpoyova Sev xopnyouvtol eUKOAA O£ YUVAIKEC TOUAAXLOTOV yLo. Beparmeieg OAL

HeYEANC SLdpketag [r= -204, p= 0.028 Spearman Correlation-x’ test](Etkdva 16).

501

B Aev ypedfoviel pokpog Surpkaine Beporsin

40 W Xpewdlovrol pokpadc Suiprelcc Bepoeio

=V

30

AplBuéc ach.

204

Avtpeg Tuvaiksg

Ewkova 16. [papnuo Tou aptSuoU TwV avTpwy Kol YUVALKWY TTOU XPELALoVTAL UaKPACOIHPKELNG

Jeparneia.

Qotoo0, and ThV avaAuon MPOKUTTOUV KAmola eviladEpPovTa amoTEAECUATO 00OV
adopd to KAO, mou 8ev ocupdwvolv amoluta pe tn BiBAoypadio.*** H evtdmion twv
Kploewv otn KolW\ld emnpealetal amo tnv nAwkia évapéng [r= 194, p= 0.038, Spearman
Correlation-x* test.] Evw, ot kploelg otov Adpuyya dev daivetat va oxetioviat phe TNV NAkia
gudAvVIONC TWV TPWTIWV CUPMTWUHATWY [r= -0.31, p= 0.742, X Spearman Correlation-x*
test.].">® Emiong, dtopa mou ekSNAWVOUV TIPWIHATEPA TN VOCO (TOGO yLoL T ATOMO e NALKia
ULKpOTEPN TWV 12 eTwV, 600 Kl yla ekelva KATw Twv 14 etwv) Sev daivetal va xpetdlovratl

TILO ouxva pakpac Slapketla Bepaneia [p= 0.421, p= 0.255 avtiotowya, Fisher's exact test].
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A. Tulitnon

Onwg mpoavadépape, n maboyéveon tou KAO odeidetal 1 oe éNewpn n os
pHeTAAAaEN tTNg mpwteivng C1-INH, wotdoo oL KAWLIKEG eKONAWOELG Kal n  PaplTnTta TNG

BOIS7 Akdpa dropa pe KAO, ta

vooou Oev €Xouv CUOYXETLOTEL pe To €i60C¢ TNG HeTAANAEN.
orola avrkouv otV 8l olkoyevela Kal pEpouv tnv dta petdMagn pmopel va epudavilouvv
ETEPOYEVELA OTNV NAKIO EPdAVIONG TNG VOGOU, 0T coBapdTtnTac KoL TV avianokplon otnv
Bepaneia. H swkova twv acBevwv pmopei va eival amd OCUUMTWHOTLIKA EKOVA (CTIAVLEC
TEPUTTWOELS) OANG pmopei va mapouctdlovtat eBSopadiaio eneoddia.® To iSoc kat n

Béon NG HeETAANaENG Sivouv TAnpodopieg Hdvo yla Tov TUmo tou KAO. 18

Mla TtepLOPLOPEVN GCUOCYETLON YOVOTUTIOU-PaLVOTUTIOU €XeL Tieplypadel yla €va
TmoAupopdLopO TIou 0dnyel o AavBOOUEVO LATLOMA KL OXETI(ETAL LE NTLOTEPN TIOPELAL TNG
vooou. Mia €peuva £€6¢Lée OTL 0 TOAUHOPPLOUOC € . - 21t/c oto SeUtepo €wvLo Tou yovidiou
SERPING1, oOtav UTdpxel o€ HMn HeTtoAAaypévo oAAnAdpopdo , pmopel va auv€noel tov
kivéuvo coBaprc popdnc e véoou. Mo mopdupola mapatipnon Ppednke kat os pia

1.°% Nap '6Aa autd , QUTOE 0 TIOAUHOPHLONOS

oKOMa olkoyévela amd toug Duponchel et a
elval oe pun kwbLKkomolovoa TEPLOXN TOU YoVISiou Kal elval OPKETA OTIAVLOG UE CUXVOTNTA
niepinou 8 % oe eTePOlUYWTEC OTO YEVIKO TANBUOUO KAl YL AUTO Umopel va eEnynaoet évav 1o

% Entiong, povo pia mpoodatn

coBapod dawvotumo otn peloPnodia twv aobevwv pe KAO.
gpelVO OUVOEEL TIC TIOPEPUNVEUOLUEG HETOAAAEELG He TO NTUa KAWIKA €lkova. [Mo
OUYKEKPLUEVA BpEONKe OTL oL HOPEIC AUTWV TWV UETAAMAEEWY €XOUV ULKPOTEPN CUXVOTNTA
kploewv Kot eAaTtwpévn avdykn xpriong mapookeudopoto¢ CLINH.'® Etol, n xopnAn
CUCOYXETLON TWV LETAAMAGEEWV ToU UTeUBUVOU YoVLSIloU PE TNV KALWVLK €LKOVA, UTIOSELKVUOUV
OTL UTIAPYOUV Kol GAAOL YeVETIKOL tapdyovteg (Yevetikol kot meplBaAlovTikol) eKTOg Tou
yovibiou autol, mou mBavov emnpedlouv Tov ¢alvotuno. Katovowvtag OAOUC TOUG
EUMTAEKOEVOUC TIAPAYOVTEG, (ow¢ TPpokUoUV KAAUTEPEG EKTLUNOELS yla TNV £kPBaon Tng

vooou al\a kot Tig Bepameutikég pebddouc.

H €peguva yla mapdyovieg mou ennpedlouV T KALWVIKEG ekdNAwoelg Tou KAO onwg
elvat ot moAupopdlopol yovidiwv TPWTEivwY evepyomoinong TOU  GUOTHUOTOG
CUUTANPWHOTOG KoL Tou cuothpatoc smadnc (éxouv peletnOel eldxlota Kol o HIKPN
KAlpaka) propel va Seiel kamolo cuoy£tion pe v KAWIKG ekSAAwon tng vooou. Ito
mAaiolo autd peletroape Toug MOAUHOPLOHOUC Twy  yovidlwv FXII kat BDKRBI. O FXII
UTIOKELTAL O piot aAayn otn otepeodlapopdwaon Tou Tou 0dnyel oTnV auToEVEPYOMOiNoT)

TOU KOl 0T CUVEXELD EMAYEL TNV Tapaywyr BK péow tou cuotipatog enadnc.'® Eniong, ot
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urtodoxei¢ BK mou eival pecoAafnTéG TOU OLONUATOCG, £XOUV CNUAVIIKO pOAO OTn

1

naBoyéveon tou KAO kat dMwv aoBevewv.® O moAuvpopdlopol v enidpacn Twv

omoiwv peAeToOE ival o FXII-C46T kot o BDKRB1-(-699G>C).

MNpoodata SnUocLeVTNKE pia LEAETN KaL yio Tov ToAupopdLlopnd BDKRB1-(-699G>C).
Ou Freiberger et al £6sitav OtL 0 MOAUpOPPLOUOG dev emnpedlel TIC KPLOELS oLdAUATOG
Adpuyya Kal KOLALOKAG XWPaCE, TO0O TN gofapotnTa 000 KAl TNV EVIOTLON TOUC, KaBwg Kat
KOVEVA KALVLKO XOPOKTNPLOTIKO. QoTO00, PEMEL VA TOVLOTEL OTL N peAétn dLe€nxOn oe évav

TLEPLOPLOPEVO aPLOPO ETEPOYEVLIV 0oBeVWY (69 acBeveic amod 37 owkoyévelc). 18

O moAupopdlopog FXII-CA6T Bewpeital o povadikog tou yovidlou tou FXII mou
EMNPEALEL T EMIMESA TOU TIOPAYOVTOL KOl £XEL ONUAVTIKO pOAo otnv ameAeuBépwon BK.'*
MeAéteg Seixvouv OtL oL popeic tou C/C yovotumog, epdavilouv uPnlotepa emineda tou
FXIL.'®? 3e pia mpdodatn épeuva SLATOTWONKE CUCXETLON METOEY TOU TOAUMOPHLOMOU
autol Kal tNG nAWKia T™NG €UdAVIONG TWV TPWIWV CUUMTWHUATWY. To CUUMTWHATA

eudaviotnkav oe MOAU veotepn nAkia otoug opoluyoug dopeic Tou C aAAnAopopdou oe

, ' 1
OXeon HE Toug UT[O}\O[T[OUC O(GGEVELQ. 0

JUpudpwva pe AMEC PEAETEC KATNYOPLOTIOLNOAKE TNV Oopdda eAéyxou (ATopa e
KAOQ), extog anod tnv ebvikotnta (Feppavol, Poupdvol, EAAnveG) Kot o Katnyopleg pe Baon
™V NAia évapéng (onUAvTLKOC MPOYVWOTIKOC SEIKTNG TNG VOoOoU), TNV hAKia SLayvwong, Tig
Kploelg oldnpatog Adpuyya Kol KOWMOKAG XWPAG Kal TNV Hokpoxpovia mpodpuAaén. H
avaykn ANPng pokpdg Slapkelag aywyng, sival evlelktikr tng PBapltntag tng vooou,
Snhadn AYPn tng onuaivel Kotd Kovova oUXVEG Kploelg. Ma vo HEAETACOUUE emiong
KoAUTepa Ta anoteAéopata Stakpivope U0 NALKLAKEG OUASES, pia TPV Kal HETA TNV NALKia
TwV 12 eTwv KABWG KoL LV Kol PETA ta 14 £Tn. Emeldn) to KAO sival éva omavio voonua Kot
ta Seilypata mpog avdaluon eival WSlatépwe SUoKkoAo va CUAAEXTOUV, O OpLBUOC Twv
SEYUATWY NTOV TIEPLOPLOUEVOC. ATIO OUTA T TEPLOCOTEPO SelypaTa €ixav OLKOYEVELAKO

LOTOPLKO, eVw eTLmAgéov 11 Sev €xouv epdaviosl KAVIKA OUUTTTWHATA.

APXLKA SLOMLOTWOAUE OTL N oUXVOTNTA TWV TIOAUpopdLopwY FXII-CA6T kat BDKRBI-
(-699G>C) &ev mapouotalel OTATIOTIKA oNUAVTLKA Sladopd peTafd Twv aTtopwy pe KAO Kat

TWV GUOLOAOYLKWV HapTUPWV.

Emiong, O&lamiotwBbnke OTL oL Avdpeg ypeldlovial GCUXVOTEPA  HOKPOXPOVLO
npoduAan. Qotdéoo auto BewpnTikd propel va odeiletal oto OTL yevika (av Kol OxL mavta)
avépoyova teivoupe va pn Sivoupe evKola o€ yuvaikeg (touldylotov yla Bepareieg oAU

peyaAng Slapkelag. EmumAéov, BpEOnke OTL n evidmion TwV Kploewv otn KOWALA emnpedletol
56

Institutional Repository - Library & Information Centre - University of Thessaly
10/04/2024 12:04:27 EEST - 3.228.24.70



ano TNV NAkia Evapéng evw ol Kpiloelg atov Adpuyya dev cuoxetilovtal Pe thv nALkia ou
gudavilovral mpwtn Gopd TA CUPTTWHOTO. TEAOC, Ta ATOUA TToU EKSNAWVOULV TIpWIHOTEPQ
T vooo 6ev ¢aivetal va xpelalovral o cuxvd pakpag Slapkelag Bepamneia, to omoio

épxetal oe avtiBeon pe tnv pAoypadia. >

Jtnv mapovoa UEAETN Oev PBpEOnKe OUOYETION QVAUECO OTOV TIOAUUOPDLOUO
BDKRB1-(-699G>C)kal tTnv KAWLKA ekbnAwon tou KAO. Mo CUYKEKPLUEVA O TIOAUUOPDLOUOG
Sev dalvetal va cuvdéetal pe ta oldipata Koliag, Adpuyya Kot T AqPn HakpoxpovLog
Bepaneiag. Emiong, ©&ev ouoyetiletar pe ™V nAkkia  évapéng NG vOOOU  OTLC
KOTNYOPLOTIOLAOELG TIOU KAVAME (PLV Kal PETA TNV NAKIA Twv 12 etwv Kol Twv 14 eTwv).

EmutAéov o moAupopdLopdg Sev ouvoEeTal e To 160¢ TNG yeveTikng PAABNG Tou SERPINGI.

O moAupopdlopdg FXII-C46T bdev daivetal va cuoyeTiletal Ue T OWOAMATA TOU
Adpuyya, TNG KoWlog Kal TV avaykn yia tTn AnPn Hokpag didpkelag Beparneiag. Akoua, o
noAupopdlopog Sev ouvdéetal pe To €ldo¢ TNG petaMaéng os kapia amd TG dvo
KOTNYOPLOTIOLHOELG TIOU KAVAE Kal 8eV OXETI(ETAL HE TO KALVIKA XOPAKTNPLOTIKA QVALECQ

OTa LEAN OLKOYEVELWYV TIOU EPOUV TNV (dLa peTdAAaln.

To ONUAVTIKOTEPO €UPNUA TIOU TIPOEKUYPE yLa Tov MoAupopdLlopd FXII-CA6T, elvat
OTL oxeTiletal pe o OYLUN eUPAVION TNG VOOOU KOL TILO CUYKEKPLUEVA  £lval ouxvOoTEPOG
otnv opada Tou gUdAVIOE TH VOGO TOCO HETA Ta 12 €tn 600 Kal PeTd Ta 14 €tn. H nAwia
£Vaping TWV CUUTTWHATWY OMwWG avadeépbnke, €lval 0 ONUAVIIKOTEPOC TIPOYVWOTLKOG
Selktng g vooou. Emiong, Ta anoteAéopata HoG cUGWVoUV He aUuTd MPOodaTnG HEAETNG
HEVAANG OElpdC o ouyyplkd TANBuopo.'® Etol, o moAupopdlopds daivetar va €xet
TIPOOTATEUTIKO Yapaktipa. Autd miBavotata odeiletal oto yeyovog OtL ol popeic tou T
oAANAopopdou £xouv pelwpéva entimeda Tou FXIl, oUVENWG eMAYOUV OE HLKPOTEPO Babuo
Vv aneheuBépwoan BK. O moAupopdlopog paivetal va €xel agia wg Blodeitng kabwg pmopel
VO TOUTOTIOELTLOL HOPLAKA O TIACXOVTEG N AKOUA KL OE GUYYEVELG TTAOXOVIWY TIOU OKOUA
Sev €xouv egudavioel Tn vooo kal va Sivel MAnpodopieg yia tnv KaAUTEPN TPOYVWON Kot
Beparneia Twv acbevwy, n omola kootilel akplPd. QoTdC0, AMALTOUVTOL TIEPALTEPW EPEUVEC

yla va Sleukpviotel mwc ta enineda tou FXII emnpedlouv tnv nAwkia epddviong the vooou.

ZUUTIEPACUATLKA, 0 TIOAUUOPdLOUOG BDKRB1-(-699G>C) dev daivetal va emnpedlel
™V KAWIKN ekdAAwon t¢ vooou Tooo oto Selypa Twv acBevwv mou xpnolponotndnke otn
napovoa PeAETN Tou TiepthapBavel tpelg eBvikotnteg (EAAnveg, Fepuavol, Poupdvol) 6co
KaL OE MEAETN OTOV YEPHAVIKO TTANBUGHO. ™ AvtiBeta 0 oAUpOpdLOMOS FXII-CA6T dpaiveton

va £xeL mpoyvwoTikn afla. KabBwg ocuoxetiletal loxupd pe TNV nAtkia £vapéng tng vooou oto
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Tapov UALKO (123 aoBeveig) kat oto emiong peydlo deiypa acBevwyv (99 aoBeveic) o pelétn

OTOV OUYYPLKO TANBUGHO. ™
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