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NEOPITIAA TOY XYZTHMATIKOY EPYOHMATQAH AYKOY.
| MAGHMATA ANO THN EAANAAA

I K.M. Maupaydvn, X.M. Moutoénoudos
Tunua MaBoAoyikns Ouatooyias, latpikns ZxoAns Maveniotnuiou ABnvwv

0 Luotnpaukds Epubnpatdns AUkos (ZEA), 10 npdtuno twv autoavoowy cUaTNUATKOY
voonudwwy, Bewpolviav yia xpdévia 10 kdacoikd poviédo voohpatos anéd
avooooupniéypata. Newtepa Opws dedopéva epniékouv tn duoneroupyia 1600 tOU
XUpIkoU 600 ka1 Tou kuttapikou okénous tns avoconoyikhs andvinons otnv naBoyéveia
ou. Xapakwnpizetar andé nodupop@ia kar noikidia khvikdv ekdnAdoewv, npooBoin
noddandmv opydvwv ka1 moikiAn kfvikh nopeia, and nma péxpr noAd Bapid, énou
orakuBevgtan n Aertoupyia zwukwv opydvwv, Onws o veppos™.

Ta tefeutaia xpdévia avayvwpizovian vées kvikés ekdnAdaoels tou LEA, 6nws autés nou
npokUntouv and t avupwopommdiké olvbpopo. H veppikn npooBoin oto
avupwopomdiké aivépopo xapaktnpizetar and didpeon cwinvapiakh h onepapatkn
BAaBn opeindpevn oe andppaén peyanou, pecaiou n pkpou peyEBous ayysiwv?, Ze peétn
tou Baxoyiavvonounou kai auvepyatv® pedethBnke n veppikh npooBonn 248 acbevav
pe Bguko titdo avuowpdtwy katd kapdofinivns pe avupwopofimdiké alvépopo kar LEA.
To 40% twwv aoBevav gixav kivikés evbeifels veppikns npoaBodns, kal 10 79% autwv
unoBAnBnke oe veppikn Bioyia. AoBeveis pe avupwopotimdikd ouvdbpopo eupdavioav
unéptaon (59%), oe otauoukd onpavukd Babud oe oxéon pe tous aoBeveis xwpis 10
ouvopopo. Augnpuéva enineba kpeauvivns, npwisivoupia ka1 aigatoupia pe N xwpis v
napoucia kufivbpwv Atav napopola ous dUo opddes. Avaduon twv veppikwv Bioyiwv
€6e1e OU 10 KUPIOTEPO Xapaktnpioukd nabonoyoavatopikd Upnpa otous acbeveis e
avupwopomdikd oUvdpopo ouykpiukd pe tous pdptupes ntav n unepniacia 1ou €0w
xitwva (64% vs 19%, p<0.001). Zuxva enions euphpata anotedouoav n napouaia BpdpBwv
Ka1 n atpoia twv VEPPIKOV ownvapiwv. Ta euphpata s Bioyias veppou eival yvmpovas
Y10 tn Bepaneutkn avupETMon twv aoBeviv autwv: a. otav ival cupBatd pe veppiuda
tou Aukou (ta§vépnon katd WHO) akofouBeitar n kiaooikn Oepancia pe evbopnéBies
woels kukdopwopapidns oe ouvbuaoud pe kopukooteposidn®. B. dtav kuplapxei n
napouoia BpdpBwv n/kar n ungpniacia tou éow Xitwva twv ayyeiwv, 10te 0 acBevns Ba
npénel va unoBannetar o€ €’ Gpou zwns and Tou OTOHATOS avVUNNKTKA aywyn.

H npoaBonn tou veppoU anotefei Bepansuukh npdkAnon yia 6oous aoxofouvial pE 10
ZEA, a@oU n éykaipn napépBaon pnopei va anfdgel 6papaukd v nopeia s végou. Lin
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bekaetia tou 1970, n Bvntdtnta acbevv pe LEA Adyw veppikns npooBonns avepxdtav oe
67%'". Ltn dekaetia tou 1990, petd tnv eioaywyhn tns kukAopwopapions otn Bepaneutikn
Qapétpa s veppiudas tou AUkou, n veppikh npooBonn dev ennpedzer ma v emBiwon
wv aoBevav autdv®. Le npdopatn penétn tovizetar o poios tou ouvduaoHoU WOEWV
kuknowaopapions kan peBuinpedvizondvns otn Bentiwon tns ékBaans tns veppiudas tou
Aukou™. Mapdna autd, n 0&ikéTNTa and th pakpoxpdvia xphan s KUKAOPWaPapidns kar
WV KOPUKOOTEPOEIdWY, 01 UNoTponés tns vooou und h petd and Bepancia kabigtolv
EMTAKTKN TV avaykn yia tnv avelpeon evandakukwov Bepansutkwv AUoEwV.

Le penén tou Iwavvibn kar ouvepyatwv® éyive npoondbeia KaBopIoHOU TV PAKPOXPOVIWV
NocootMY UPEDNS, TV NPOYVWOTKWY Napayoviwy unotponns, kal deltepns Upeons petd
and unotponn petd and kAacoikh Bepaneia pe evbopnéBies waels kukAopwaopapibns. O
Héoos xpdvos ano tnv évapén tns Bepaneias péxpr v Ugeon ntav 10 paves, evi 10 22% twv
aoBevav Oev €1€0n o€ Upeon Uotepa and dUo xpovia and tnv évapén tns Bepaneias. O péoos
XpOvos unotponhs Atav 79 PAVES Kal 0 PHECOS XPOVOS UPEDNS PETA and unotponn 32 PAVES.
Auopeveis npoyvwaoukoi napdyovies Upeons avedeixBnoav n kaBuatépnon dvw twv TPIGV
unvov and tn didyvwon kar n napoucia npwieivoupias dvw tou 1 gr and tnv kivikh
&1dyvwon, v npoyvwatikoi napdyovies unotponns n npooBonh Tou KEVIPIKOU VEUPIKOU
ouothpatos (KNX) katd tnv évap&n tns véoou, 1o xpovikd didatnpa péxpr tnv Ugean kai n
napoucia onepapatoveppiudas wnou IV, pe Bdon thv tw&vounon tou Maykdopiou
Opyaviopou Yyeias (WHO). TéRos, napdyovies nou EMPUKAVOUV T0 XpOVO UPEDNS PETd anod
unotponn anotefoUv n anoucia xpovidtntas otn Bioyia veppoU ka1 0 xpdvos nou
peoonaBei and tnv npwin UPEon péxpr tnv unotponn.

H péxp1 onpepa anodektn Bepaneia yia tnv avupetwmaon s veppiudas tou AUKou anoteei
n xophynon evbopnéBiwv doswv kukdopwopapidns, pe kAaooikés napevépyeies tn
Hueiotofikétnta, v aigoppayikh kuatiuda kai tn deuteponadn apunvoppoia. Le npdoatn
pedétn tou Katoipn kar ouvepyat@wv?” éyive npoondbeia a. avixveuons nPoyvwoukwov
napayéviwv wobnukns avendpkeias acBevaov pe LEA petd and evdo@néBies woes
kukno@waopapions kar B. kaBopiopou tns cuvoikns ddons s KukAo@waPapidns, nou
obnyei o€ eppévouca apnvoppoia oto 50% (D50) kan 90% (D90) twv acbeviv autwv.
BpéOnke 6u n niikia eivan o 10xupdiepos npoyvwaoukds napdyovias yia tnv avantwén
deuteponabous apnvoppolas. Le auvofo 23 yuvaikwv dvw twv 32 etwv, o1 16 (69.5%)
avénwéav eypévouca apunvoppola didpkeias dvw twv 12 pnvav. Aviibeta, oe yuvaikes
kétw twv 32 €@y, 10 avtiotoixo nocootd ntav 11.3%. Le auth tnv nhikiakh opdda, o1
kup16tepor duapeveis napdyovies wobnkikns avendpkeias avedeixBnoav n napouadia twv
avuRo/SSA ka1 avti-UIRNP avuowpdtwy, kai n Sidpkeia tns véonans tous and LEA.

O1 napatnpoUpevol NeplopIopoi and tn xopnynon twv Bepansutkwv OXnpAtwv e
evbo@néBies woers kukdopwaopapidns Adyw tns avendpkeias diatnpnons Hakpoxpdvou
UPETNS s vOooU Kat Twv avemBuuntwy evepyeiwv and tn xpnon tous 0dnynoe o avaykn
avazntnons véwv Ogpansutikcv AUoewv. e 600 penétes Tou TpNPATds pas, n xophynon
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evbopnéBias y-opaipivns® ka1 pikopevorikoU of€os® ¢@davnke 6u mbava eivan
anoteeopaukés kar oxeukd ao@aneis evannakukés Bepaneutikés NUOES O NEPINTWTEIS
anotuxias h avantuéns napevepyeiv and tn xphon s KUKAoPwoPapions.
Luykekpipéva, 14 acbeveis o1 onoion énaBav Oepaneia pe evbopnéBies waoers
kukdopwopapions (1g/m?) kar npedvizoddvns (0,5 mg/KgB) tuxatonoinBnkav ws eghs: 5
énaBav evbopnéBia y-opaipivn 400 mg/KgB yia 18 pnves kar 9 kukdopwo@apidn avd
ipnvo, yia €§ pnves kar otn ouvéxela avd tpipnvo yia tous endpevous 12 pAves.

Ofo1 o1 aoBeveis, nou ouppeteixav otn pefétn ofokANpwoav 1 npw tokoddo s
Bepaneias xwpis coBapés avemBupntes evépyeies. O1 petaBonés ota enineda tns
kpeauvivns, tns kdBapons tns kpeauvivns kar tns npwisivoupias ous dUo opddes twv
aoBevav htav og napdpola enineda. Avadoya ntav ta anotedéopata and tn xphon tou
mycophenolate mefotil (MMF) (nuepnaia 66on 2 gr) o€ ouvbuaoud pe otepogidn, o€
aoBeveis pe drdxutn unepniacukh affd oxi kal pe pepBpavmdn onepapatoveppiuda tou
nukou. O1 evbeifers xophynans tou ntav anotuxia (15%), h 1o§ikétnta (60%) ané tn xphon
s kukopwaoapions oe 15 aoBeveis, eved oe névie aoBeveis anotedouoe 10 PpApPako
npwrns ekfoyns. AUo acBeveis avéntugav yaotpeviepikés Siatapaxés, yeyovés nou odhynoe
o€ peiwon s 66ons tou MMF og 1.5 gr otov éva aoBevn kar napodikn Giakonn otov
dnnov. Bspancuukh anotuxia napatnphBnke oto 20% twv acbevav (6nor pe peuBpavodn
ongipapatove@iuda tou Avkou) ka1 pepikn UPeon o€ dilo 20%, evw 10 60% odnynBnke
oe nihpn upeon. O BaBuos tns npwteivoupias kat ta enineda s kpeauvivns peimdnkav og
otauoukd onpavukd Babuéd otnv oudda III/IV, aAfd éx1 oty opdda V. Me Bdon ta
napandvw O6edopéva, @aivetar nws n xophaynon tou MMF eival aoganns kai
anoteneopaukh Bepancia ous unepnAactkés pop@és tns veppiudas tou Aukou, o€
NeEPINTMOEIS TogIkGTNTas h anotuxias and tn xphon tns KukAoQwo@apions.
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ENITAXYNOMENH AGHPOXKAHPQXH KAI KAPAIAITEIAKH
*4& ONHTOTHTA LTH PEYMATOEIAH APOPITIAA

I.A. Kntas ka1 A. Kapokns
" Department of Rheumatology, Dudley Group of Hospitals NHS Trust (Teaching)
.l and Division of Immunity and Infection, University of Birmingham, UK

Eioaywyn

H Peupatogidns apBpiuda (PA) eivar n mo cuxvh gieypovamdns ndBnon tou puookedeukou,
He naykoéopa draonopd kar cuxvétnta nou nokide petagu 0,5% ka1 2%. H mo npdogatn
ektiunon yia 10 Hvwpévo Baaieio eivan nepinou 0,8%. H atmodoyia tns véoou napapével
dyvwotn, ka1 €01 napapével «aviatne, pe xpovia nopeia. H PA npooBdnne kupiws us
apBpwaels, 6rou n eniyovn xpovizouoa @Aeypovh npokansi NPOodEUTIKA KATAGTPOPN,
napapépewon kar auéavopevn avannpia. O1 npoondbdeies tns EMOTNPOVIKAS KOVOTNTAS
éxouv €ouaotel Kupiws otov €deyxo twv oupnwpdtwy, tnv emBpdaduvon tns ooukns
kataotpo@ns, tn Bedtiwon tns Aeitoupyikotntas ka1 v eAdTiwon s avannpias.

H PA enions oxetizetan pe au€npévn Bvnoipétnta kan eRattwpévo npoadokipo emBiwaons. Ma
v Bapid PA, ta peyéBn autd eivan ouykpiolya pe autd tns 1oxaipikhs kapdionabeias 3
ayyeiwv, ka1 pePIKAV Wnwv Aeppawpatos™. Eivar apketd avnouxnukd éu n Bvnaipdtnta
ot PA bev éxel BeAuwbei katd us tefeutaies dekaeties®, pa nepiodo katd v onoia éxel
onpeiwBei eviunwaolakn BeAtiwon otn Bvnoipdnta tou yevikou nAnBuopol and dnnes
arties. O1 aties tns Bvnoipotntas otn PA noikinAouv and NoIPWEES £ws YOOTPEVIEPIKES Kat
neppolnepniacukés diatapaxés. Map’ 6Aa autd, dnws kai oto yevikd nAnBuaopd, n kUpia
povnpns aitia Bavdtou sivan n kapdiayyeiakn vooos. Mapakdiw Oa ouznthooupe 10
uéyeBos ka1 tn onoudmdtnta tou npoBAnpatos, kat 1o pdno tns 1oxaipikns kapdionabeias
oav KUpia artia Bavatou otn PA. Mapouaidzoupe enions dedopéva nou unootnpizouv 6u n
10xa1pikn  kapdiondBeia otn PA iows eivar mo ouxvh  kar mo coBaph eartias
emtaxuvopevns aBnpoaokinpwukhs atepaviaias vooou (EN). LuzntoUpe enions tn onpacia
v napayéviwv Kivduvou yia v 1oxaipikh kapdiondbeia, kai pepikés and us npokAnoes
Mou aVULEIWNIZEl N PEUPATONOYIKA KOIVOTNTA.

Kapbiayyaiakh Bvnaipétnta otn PA

H kapdiayyeiakh véoos euBivetan cuvorikd yia nocootd ws 55% twv Bavdtwv otn PA. Ta
tefeutaia 30-40 xpdvia éxouv dnpoaieutei nepinou 20 penétes ndvw otnv Kapdiayyeiakn
Bvnaipétnta ot PA. H niglovétnta aut@wv unootnpizel 6u n kapdiayyeiakh Bvnopdinta
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givar au€npévn otn PA, pe kivbuvo Bvnaipdtntas (standardised mortality ratio) ané 1,13
éws 5,25. Au€npévos apiBuos kapdiayyeiakwv Bavatwv sivan n kUpia artia ths augnpévns
ouvofiikns Bvntétntas otn PA. Mévo endxiotes penétes dev Bpnkav au§npévo apibuod
kadiayyeiakov Bavdtwv otn PA*Y. Autd mbavms ogeifetan otnv xpnon nAnBuoudv
aoBevav pe npdiun apBpiuda kar 6x1 kAacoikn eykateotnpévn PA, kabws kar acBevav e
nmétepn véoo®. H mo npéopatn avéduon oe éva Oeiypa aoBevav pe @Agypovwodn
nofuapBpiuda own dekaetia tou 1990 oo Hvwpévo Baoifelo unootnpizel 6u yuvaikes
aoBeveis nou sivan opoBetikés yia peupatogidn napdyovia otnv évapén tns vooou, Exouv
oinddaia kapdiayyerakn Bvnaipdinta o€ oxéon pe tov nAnBuopo eféyxou™. Mpogavas , ta
anotenéopata éxouv nodU peyano €upos, deixvovias o,udnnote petaly pndevikou kan
5nAdaiou au€npévou kivduvou kapdiayyeiakns Bvnoipdtntas otn PA og oxéon pe T0 YEVIKO
ninBuopd. Autés o1 Siapopés pnopei va opeifovial oe H1APopoUSs Napayovies, Onws:
biagopeukn oxediaon twv pedetwv, noikiAdn  npo&idBeon oe kapbdiayyeiakn vooo
oPeINdpeVN o€ yeveukoUs, YEWYPAPIKOUS, KOIVWVIKO-01KOVOIKOUs h diaitnukous (yia va
avaQEPOUPE MOVO HEPIKOUS) napdyovies petagl twwv nAnBuopwv nou pefetnBnkav,
dragopeukd ouotnpata nepibanyns, kal S1aPopeukés NPAKTKES aVUHEIDMONS 1000 Tns PA
600 ka1 s kapdiayyeiakhs vooou. Mpos 1o napodv, o1 nepioadtepol €101koi déxovial éu n
kapdayysiakhn Bvnopdtnta ivan au€npévn atn PA kar o1 o1 mBavés arties tou npoBAnpatos
npooefkUouv 6o kar peyandtepn npocoxn.

Moia kapbayyaiakn nabonfoyia npokadei 10 Bdvato otn PA?

Zuvonikd, o1 kapdiayyeiakés Oatapaxés eubuvovial yia  ONPAVUKO NOCOOTd OUv-
voonpdtntas atn PA®. H peupaukn kapdiondBeia (nepi-, evdo- kan puokapdiuda) dev eivan
ouxva sppavns kivikd, alld aveupioketan og nepinou 40% twv acBevav pe PA, oav
ungpnxokapdioypa@ikd n vekpotopikéd eupnpa. Opws, npokanei aipoduvaukn diatapaxn
nonu ondvia, kan éta1 dev unonoyizetan ws mBavh h guxvh artia au§npévns kapdiayyeiakns
Bvnoipétntas otn PA®. H opdda pas, ka1 andol, éxoupe Bpei 6u nepinou 1/3 tuxaiwv
aoBevav pe PA nou napakofouBoulviar ané deutepoBabpna peupatofoyikd whpata, éxouv
yvwotd kapdiayyeiakd 10topikd (oupnepilapBavopévwv kapdiakol euppdypatos (EM),
ownBdyxns, unéptaons , unepfimoapias, eykepankns n nepipepikns ayyeiondbeias). Mavow
ané tous pioous and tous undnoinous acBeveis éxouv ouatonikh Al >140 mmHg, eva o1
aoBeveis pe PA yevikd éxouv yniotepn dractonikn Al oe oxéon e 10 yevikd nAnBuopd™.
H unéptaon eivar évas and tous kupidtepous napdyovies KivOUvou yia 10XaIWIKNA
kap&ondBea. Aidpopes penétes éxouv deiCel du n enintwaon Kal 0 EMMNOAACOS 10XAIIKWY
kapdiakmv oupBapdtwy 6nws EM, upgopnukh kapdiakh avendpkeia h kar Bdvatos and
otepaviaio eneicodio, eivar au€npéva otn PA oe oxéon pe tov nAnBuopod enéyxou™®. Mn
aotadns 1oxaipikn kapdionddeia, nou avixveletan pe tn xpnon SPECT scans puokapdiakns
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&idxuons petd and pappakeutkn koénwaon, éxel enions Bpebei oe dinddoia ouxvotnta oe
aoBeveis pe PA (50%) ano éu o€ ouykpiolpo nAnBuoud eféyxou pe ooteoapBpiuda (27%).
Itn pefétn autn, nepinou o1 piooi and tous acBeveis pe PA nou BpéBnkav va éxouv
1oxaipikn kapdiondbea, eixav kivikd olwnnAn véoo™. YynAn ouxvotnta olwnnAns
1oxaipias otn PA éxel enions katadeixBei pe tn xphon 24wpou Holter'™. Emnpdobeta,
aoBeveis pe PA nou eiodyovial otn otepaviaia povada pe ofu atepaviaio eneioddio, sivan
mo mBavé va unootouv véo napduoio eneicodio h va katannfouv, and 6,u napépoiol
aoBeveis xwpis PA™. Etol, ta dedopéva Oeixvouv 6u: a) n mo onpavukh aitia
kapdiayysiakns Bvnaipétntas otn PA givan n 1oxaipikn kapdiondBeia napd dines kapdiakés
batapaxés, B) n 1oxaipikh kapdiondbeia sivan mo ouxvh ka1 mo mbavé va odnynoer o€
Bdvato (6nA. mo coBapn) and 6,u oto yeviké nAnBuopo, y) n 1oxakh kapdiondBeia
unopei va eivar oiwnnAn ko1 dUokono va avixveuBei oe aoBeveis pe PA. Autd eyeipel 600
onpavukd znthpata: 1) Mpéner va §€poupe u npokanei tnv au§npévn kat iows mo NPwIpN
avanwén s 1oxaipikns kapdiondbeias otn PA. Autd Ba bieukonlvel thv avdntugn
npoANNUK@Y oTPATNYIKOV o'autdv tov nAnBuopd uyndoU kivduvou. 2) Apou peydno
nocooto 1oxaipikns kapdiondabeias otn PA deixvel va eivan kivika oiwnnAn, iows xpeidzetal
va avantU&oupe npwtokonia diepetvnons kar avupetmons €161kd yia tov nAnBuoud twv
aoBevav autv.

Ioxanpnkih kapdrondBeia otn PA:

Anoténeopa emraxuvopevns aBnpookinpwons;

H ouvnBéotepn aitia 1oxaipikns kapdiondbeias oto yevikd nAnBuopd sivan n avanwén
aBnpoBpopBwukns véoou otn atepaviaia kukAogopia, 6nA. n 1oxaikh kapdondBeia.
Ones o1 napatnpnaels nou €xouv yivel 60OV apopd th cuUXVOTNTA Kal 10 anoténeopa tns
1oxaipikhs kapdrondBeias otn PA, Ba pnopouacav va e§nynBouv pe Baon tnv unéBeon 6u
o PA -0 oxéon pe 10 yevikd niAnBuopd- emtaxivetar n dnpioupyia ote@aviaiwv
aBnpookAnpwukmv nAakwv (npokadmvias ugnidtepn enintwon «otabepnsy» 10XAIUIKNS
kapdiondBeias), o1 onoies ivanr enions eivalr mo eUkofo va payolv (npokadmvias
NEPIOOOTEPA MPWIOYEVA Kal unotpomdzovia oféa ote@aviaia engicodia). Yndpxouv
evbeiCels y1 autd; Mha péBodos nou xpnoiponoigitan yia th didyvwon s npwikns
aBnpooknpwans, kar tnv napakofiotBnon ths npoddou tns, gival n pérpnon tou ndxous
U €0w elaoukoU XITWVa TV kKapwtidwy, e unepnxoypdpo uynins gukpivelas. Me tn
xphon tns pebodou autns, éxouv ouykevipwOei dedopéva nou unootnpizouv 6u n
aBnpookAnpwon emoupBaivel vwpitepa os aoBeveis pe PA, oe oxéon pe nAnBuopod
enéyxou napdpolas niikias ka1 @uAou™. Av ka1 n péBodos auth Oev pnopei va
alofdoynoel tn oteaviaia Kukdo@opia, 10 péyeBos tou éow €laoTKOU XITWvVa TwV
kapwtidwv sivan évas npoyvwoukos deiktns yia peAdovukda ayysiakd engicodia oto yeviko
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nAnBuopd. Nedtepn texvonoyia, dnws yia napddelypa n unofoyioukn topoypagia pe tn
xphon aktivas niektpoviwv (Electron Beam Computed Tomography, EBCT), pnopsi va
xpnaiponoinBei yia v e€étaon kar a§loAdynon tns otepaviaias enaoBéotwons aneubeias.
H EBCT éxe1 npéopata epappootei os yuvaikes aobeveis pe PA ko emBeBaiwoe tnv
napouaia otepaviaias enacBéatwans, n éktacn tns onoias oxeuzdtav pe tous Kaoaikous
kap&iayysiakoUs napdyovtes kivouvou, anfd kar pe 1o BaBuoé (poptio) tns eieypovns™.
Opws n penétn auth dev Atav edeyxdpevn kar dev €dwoe evodeifels emmaxuvdpevns h mo
ooBapns atepaviaias aBnpookinpwukhs véoou og aaBeveis pe PA og oxéon pe nAnBuopod
enéyxou. Ooov apopd tnv mBavh augnpévn actéBea wwv otepaviainv aBnpookAnNPwTKmY
niakdv otn PA, o1 eveitels evar nodu éupeoes. AoBeveis pe otnBayxn and 1o yevikd
nAnBuopd, éxouv éva ouykekpipévo nAnBuopd T kuttdpwv  (CD4+CD28-), nou
napatnpnBnke npwtn gopd oe acBeveis pe PA, kan €161kd autous pe ayyeiuda™®. Mapoia
autd, undpxouv 2 kateuBuvoers evdeifewv nou unootnpizouv 6u ta npdypata iows iva
kdnws €t Autés nepinapBavouv: a) to yeyovés 6u n xpévia eAgypovh ival vas peizwv
naBoyeveukds pnxaviopés otnv avantwén tns aBnpookinpwaons, kai B) tnv napouaia vos
noAu emBapuvukoU npo@in kAaookdv kapdiayygiakdv napaydviwy kivduvou atn PA.

Oneypovh ko aBnpoaokinpwon atn PA

H xpévia @Aeypovn Bewpeitan onpepa évas and tous KupiOTEPOUS HNXaviopous mou
guBouvovian yia t dnpioupyia ka1 pagn twv aBnpwpaukwv nAakov. Eménpofoyikés
uenétes éxouv i€l kaBapd du o1 oponoyikoi deiktes tns ouotnuatukns eAeypovas, Gnws
n CRP, eivar kanoi npoyvwaoukoi deiktes yia kapdiayyeiaka engicodia (nx. EM n ayysiakd
eykepanikd engi06610) oto yevikdé ninBuopd, avedptnta av npoindpxer kapdiayyeiakn
vooos h 6x1. Ta enineda tns CRP nou xpnaiponoinBnkav ous penétes autés ivai yevikd péoa
ow @ualofoyikd 6pia ka1 anaitodv nodu euaioBnies peBddous yia va petpnBolv
enakpiBws™. O onpavukoés poros tns eisypovhs atnv naboyéveon tns aBnpookinpwans
unootnpizetan nepaItépw and YeAETEsS o€ NEIPAPATKA HoviENa, aVOOO-IOTOXNUIKES KAl
opofoyikés pefétes. Ltnv npaypaukéwnta, n kuttapikn &1nbnon, ta gaivopeva
npookéAinons, 1o nepiBAAAov twv KUTIAPOKIVGV, KAl h 10UKA KATAOTPOPh HECW
eleuBépwv pizov h evzUpwv anoddépnons, nou @aivetal va naipvouv péPos otnv
naBoyéveon tns aBnpookinpwaons, ivar NapOUOIa PE TOUS PNXAVIOUOUS NOU MOTEUETan 6T
givar unglBuvol yio T xpovia upeviuda Kal 0oUKN KATAOTPOQN Otn PEUMATOEIdN
dpBpwonte¥ @aivetan Aoyikd 6u 10 uYnAd eninedo ouotnpatkns QAeydovs nou
oxetizetan pe tn PA, pnopei va ivan unelBuvo yia thv ev@dvion emtaxuvopevns n mo
ooBapns otepaviaias abnpookAnpwaons oe acbeveis pe PA, oe oxéon pe 10 YEVIKO
nAnBuopd. Eidikd otn PA, to uyniodtepo gAeypovwdes poptio @aivetal va oxetizetal pe
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xepotepa anoteféopata  Onws kapdiayyeiakd eneioddia ka kapdiayyeiakn h ouvorikh
Bvnoipotnta®?. Avtibeta, o anoteneopaukods éeyxos tns GAEyPovAs PE T Xphon Twv
tpononoiNuk@v s voéoou gappdkwv (DMARDs), eugavizetar va em@épel Betiwon s
emBiwons, and ous nepioodtepes nepintaoels dev eival eupavés av autd oeinetar os
kanutepa kapdiayyeiakd anotedéopata“®, Linv napouaa ¢aon, n mo dueon évdegn éu o
@nAeydovmdes poptio otn PA (kar o€ éviaon kan o€ S10pKeIa) oxetizetal Ye otepaviaia kai
aopukh aBnpookAhpwaon, npoépxetal and v npoéopatn peétn pe t xphon EBCT nou
ava@épBnke nponyoupévws. Auth €beike 6u autoi o1 napdyovies, pazi pe HEPIKOUS
kAaoaikoUs kapdiayyeiakoUs napdyovies kivduvou, eivar 1b1aitepa onpavukoi o€
nposppnvonauaoiakés aoBeveis pe PA. O1 kAaooikoi kapdiayyeiakoi napdyovies Kivdivou
ATav Mo onpavukoi atn peteppnvonauciakn opdda™. Oa nepipeve Aoindv kaveis, Ou o1
napadoaiakoi otdxo1 tou peupatondyou, va eféyEer ta pAeypovddn oupntwpata, va
emBpadlver tnv apBpikh kataotpoph ka1 va Beduwoe tnh Aertoupyikdtnta tou/ins
aoBevous (6nAadn, ouvorika, va eéy€er tn véoo), Ba énpene —av emtuyxavoviav- va
éxouv €va napopola emBnuntd anotédeopa kar otous topeis tns kapdiayyeiakns
voonpotntas kal Bvntdtntas. Autd napapével aca@és. L'auth tn Baon, n anoucia oagous
endtiwons s Bvntotntas otn PA katd us tefeutaies 3 dekaeties, napd us onPavukés
andayés otn Bepangutikn npoaogyyion (n.x. mo yphyopn kar emOgukn xphon wv DMARDS),
givar artia npoBAnpauopol ka1 anaitei €§hynon. MOavés arties eivar: a) Ou o
kap&iayyeiakoi napdyovies kivduvou dev éxouv AdBel tnv npoooxih nou emBdannetan, kan B)
6u n Bepaneia s PA

ennpedzel avtidpopa tous napdyovies autoUs Kal kata ouvéneia 1o ayyeiakd 6évipo. O
katanoyos €ivan pakpus, ka1 Ba cuznthooupe pepIka napadeiypata.

Kap&iayyeiakoi napdyovies kivbuvou otn PA

Menétes oto yevikd ninBuapd éxouv npoadiopioel klaoaikous napdyovies kivduvou yia
v avanwén 1oxaipikhs kapdiondBeias. O1 kupidtepor petaBAntoi napdyovies eivan 1o
kdnviopa, o oakxapwdns diaBntns, n unéptaon, ugnih onikh h LDL xondnotepoAn kar
xapnin HDL xofnotepdin. Yndpxouv enions onpavukoi pn-petaBintoi napdyovies 6nws
10 @UAo ka1 n niikia. e ouvduaopd, o1 kacoikoi autoi napdyovies eubuvovtal yia 1o -
T0U ouvonikou apiBpou kapdiayysiakav eneigodinv oto yevikd nAnBuopd. Na to unénoino
Y2 iows €uBUvovial «vedTeEPOIn, NPOCPATA NEPIYPAPEVIES NAPAYOVTES KIvOUVOU, ONws n
ouotnpatkn @Asypovn nou ava@épdnke napandvw, npobpouBwukoi napdyovies kal n
UNEPOPOKUCTVAIMIA, Y10 VA AVAPEPOUHE POVO PEPIKOUS.

Onws avagépOnke ndn, kan n cuatonikh ka1 n dractofikh unéptacn givan cuxvés otn PA. Ta
un otepivoeidn avugAeypovadn gdpuaka (MZA®), nou xpnaiponoloUvial eupéws otnv PA,
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pnopei va npokanéoouv kMvika onpavukn au§non s aptnpiakns nicons oe acBeveis nou
AapBavouv avuuneptaoikn Oepaneia®. Akdpa kar pikph av€non tns tdéns twv 5-6 mmHg
unopsi va em@épel onpavukh augnon tou KivdUvou yia avanwén kapdiayyeiakwy Ka
eykepanikwv ayyslakwv eneicodiwv. Mapdpoia npoBAnpata pnopei va npokAnBolv kan pe
 Xphon twv vedtepwy ekAeKTKOV avaotonéwv tns kukioofuyevaons-2 (COX-2)?", kabaws
ka1 n COX-1 kar n COX-2 emdpoUv atn vePpikh Aertoupyia. H unéptaon €ivan nions pia
oaQws avayvwpiopévn - avemBupntn  €vépyeld NS  GUCGTNHATIKAS  XOpAynons
kopukootepoeldwy, adnd ka1 kdnoiwv DMARDs, 6nws n kukAoonopivn ka1 n
Aeprouvopion.

H duommbapia éxel enions capws kataypadei otn PA ka1 Qaivetal va OXetizetan pe v
avtidpaon ofgias pdons**?. Lto yevikd ninBuopd , uynAn ofikA A LDL xodnoteponn,
xapnin HDL xoAnotepdin kar Adyos onikhs/HDL xofnatepdins >5, oxetizovial pe
au€npévo kivbuvo yia ayysiakd eneicddia. Otav n PA eivan evepyds, n ofikh n n HDL
xonnotepdin éxouv Bpebei eite aunpéves eite efattwpéves, anidd n HDL éxa
enaveiinppéva Bpebei xaunAn, odnywvias étor o avemBUunta uynid Adyo ofikns/HDL
xofnoteponns. O édeyxos tns evepydtntas tns vooou pe Sidpopa DMARDs pnopei va
obnynoe og at€non twv emnédwv dlwv twv Mmbiwv, dev eivar dpws EekdBapo av Ba
BeAumwoe 10 Adyo onikns/HDL xofnotepdnns. H poévn eCaipeon  @aivetan va eivan ta
avBedovoaiakd, nou éxouv avapepBei 6u xauniwvouv v ofikA kal tn LDL xoAnoteponn
ka1 au€avouv t HDL xoAnotepoAn, dnpoupywvtas £1o1 éva guvoikd Mmdaipikd npoin'®.
H opokuouvaipia eivan évas npoopatws neprypageis aveEaptntos napdyovas kKivdivou yia
t dnpioupyia kapdiayyeiakns vooou oto yevikd ninBuopd. Ta enineda ths opokuoteivns
éxouv BpeBei auEnpéva os aobeveis pe PA, €161kd oe aBeveis nou AauBdvouv pebotpedtn
ka/h coudgacanazivn, mBavws Adyw tns enidpaons twv QAPUAKWV AUTAV 010
petaBomaopo tou gorikoU o&os. Mpos 1o napdv, sivar aca@és av autd éxel kdnoia onpacia
oto Bépa tou kapdiayyeiakou kivduvou. Mia pedétn éxe bei€er onpavukn avénon tns
kapdiayyeiakns Bvntotntas oe aoBeveis pe PA ka1 npolindpxouca kapdiakn voco o1 onoior
nhpav pebotpe€dn, oe alykpion pe dAda DMARDs™!. AvtiBeta, pia didn pedétn édeage
onpavuka peiwpévn kapdiayyeiakh Bvnidtnta ot acbeveis pe PA nou AduBavav
peBotpetatn, kai atous onoious dev gixe An@Bei undyn n katdotaon tou kapdiayysiakoy™.
H pAeypovn atn PA pnopei va éxel onpavukn enidbpacn ota enineda Sapdpwv napaydviwy
s BpopBwons, 6nws nx. tou vwdoydvou , ka1 autd pnopei va éxel onpavukh enidpacn
oto ouvoniké anotéeopa tns abnpoBpopBwukns kapdiayyeiakns véoou. Apketd and ta
@appaka nou xpnaigonolouvial ohpepa otn PA pnopei va ennpedoouv tous napdyovies
autous. Ta MIA® moteletal eupéws Ou €xouv avu-aigonetaniakn dpdon napépoia s
acmpivns, ka1 autd pnopei va eival kapdiayyeiakd weémpo. Autd pnopei va ivar afnBeia
yia pepikd MIAO®, 6nws n vanpo&évn™. Adda MIA® épws (nx. Iunounpogaivn), éxouv
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avapepBei 6u avtaywvizovian 1o avu-aigonetaniakéd anoténeapa s acmpivns, eved anna
(nx. AikAo@evdkn) 6x1*. O1 avaotoneis tns COX-2 pnopei va éxouv npoBpopBwuka
anoteéopata and pévor tous?. Aev sivan EekdBapo av ennpedzouv h 6xi ta anoteféopata
s aompivns.

Mpokinoels yia tn peupatoioyikh kovotnta

Eivan &ekdBapo 6u n ouvorikh Bvntétnta otn PA eivan éva onpavuké npdBAnpa kat Ba

énpene and poévo tou va sivar Hgikns tns emtuxias N tns anotuxias twv Bepaneutkmy

npoonaBeimv pas. O édeyxos tns kapdiayyeiakhs Bvnaipdtntas Ba pnopouce va odnynael
o€ onpavukn peiwon s ocuvorikhs Bvntétntas tns PA. Avupetwnizoupe nonnés
npoknnaes, o1 onoies as eAnicoupe Ba avupetwmotolv ouctnuatkd ota enopeva diya

Xpovia. Mepikés and autés sivar:

o H avanwén ka1 afoddynon pebodwv &idyvwons tns eykateatnpévns 10XaIpIKNS
kapdionabeas atov ninBuopd autd, Adyw tns upnins cuxvétntas kvikd «oiwNnAns»
1oxa1pikns kapdiondBeias, anid kar s aduvapias xphons twv cuvhBwv dokipaoimv
kénwons og noAfoUs and autous tous acBeveis.

e H avanwén afyopibuwv yia v ektipnon wwv Kivbivou avdntwéns kapdiayyeiakns
vooou, nou va Baaizovtan 6x1 pévo otous kAaaaikous napdyovies kivduvou, annd kal oe
napdyovtes €181KoUs yia th vooo, 6nws nx. 10 PigyHovwdes poprtio.

* H anopévwaon ka1 avayvapion tns Eexwpiotns ouvelopopds kabBevos and autoUs tous
noddandous napdyovies, o1 wote va kabopicoupe mbavés napepBdoes. Idiaitepa,
npéne va avantU§oupe Bepancutikés npoaeyyioers nou va eléyxouv tn Pigypovh xwpis
va emBapuvouv tous kAaooikoUs napdyovies KivUvou h va eNnpedzouv 10 ayyelako
6évbpo.

10 petagy, o peupatondyos npénel va ulobethaoel pia Aoyikh NPOCEyyion E:

o Tnv anédoon 16iditepns npocoxns otnv avayvopion kar €leyxo twv KAAoOIKMV
napayéviwv Kivduvou yia tv avdnwén kapdiayyeiakns véoou , oUPWVA WE TS
ekdotote odnyies yia 1o yevikd nAnBuopd kan opades uyniol Kivouvou.

o Tnv npooekukn afloidynon ka1 ouvexn ENAVEKTIUNGON TNS QVAYKNS yIa GUVEXN Xphon
MIA® f ko§iunwv oe kdBe acbevh pe PA Eexwpiotd, eite éxel yvwotd kapdiayyeiakd
10T0PIKO €ite OXI.

* Tn &athpnon uynioU BaBuoU unoyias yia kapdiayyeiakh véoo os acbeveis pe PA nou
napouadidzovian pe véa cupnt@pata (nx. kapdiakd névo, duonvoia kAn.), 6oo duna kat
av givan autd.
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ENQAYNOZ QMOZ: KAINIKH EKTIMHZH,
*& AIEPEYNHZIH KAI ©EPAIMEIA

Kwvotavtivos lewpyavas
" PeupatoAdyos
-l Peupatodoyikd Tunua 251 N Agponopias

O encduvos wpos givan éva and ta ouxvdtepa cupnt@uata othv kabnpepivh KMvikh
npaén, 1&1aitepa og aabeveis v twv 40 €1V Kar ouxvd npokanei onpavukh Agitoupyikh
avikavotnta. e vedtepous aoBeveis givan ouxvo anotédeopa aBAnukmv Kakdoswy. H
wpadyia us nepioodtepes Qopés o@einetan o€ kataotdosls nou npooBanfouv tous
nepiapOpikoUs 10T0Us ToU pou, pnopsi Opws va anotelei aviavakiaon adyous and
nabnogis tns AMIL (otnv nepintwon auth undpxel ouvhBws dAAyos kar otnv
unepwponidua nepioxn), tou Bwpaka (6ykor kopupns tou nvelpova-Pancoast), tns
kap&ids (otnBdyxn, 0.E.M.), v xoAn@dpwv Kai tou hnatos, kabws kar and epebiopd tou
dappaypatos, h ouvdpopo Bwpakikhs €E6dou. Enions, 0 dAyos otov wpo pnopei va
oeinetar oe eviomon noAdanfoU puedwpatos h 0oTIkNS PETAOTAONS o€ 00Td ToU WHOU (nX
veonndopata nveupova, pactou, veppou, ktd). O1 apBpdaers, o1 BUAakol, h o1 tévoves Tou
wpou npooBdnfovtar pe dAdote dAAN ouxvotnta and nabnoes onws n peupatosidns
apBpiuda, o1 opoapvnukés apBpiudes, n oupikn, n dAles kpuotadioyeveis apBpiudes, n
peupaukh noAupuanyia, n ooteoapBpiuda, n oateovékpwaon kar o1 Ao1pdels apBpiudes.
Eni unoyias Aoipmdous apBpiudas n dueon diayvwoukn napakévinon gival anapaitntn yia
v éykaipn Hidyvwon kai Bepaneia.

H yvon tns avatopias ka1 ths Aertoupyias tou wpou, unopei va BonBnaoel otnv kanUtepn
dayvwoukn kar Bepansuukh avupetwmon tou acBevous pe wuayia. H yAnvoBpaxidvia
&1dpBpwaon kaduntetan and tov apBpikd BUAaKo, Ndvw and tov onoio NEPVOUV O1 UES Kat
01 Tévovtes Tou tevovimdous kanUpatos twv otpoPéwv tou wpou (rotator cuff, nivakas 1)
nou Kataguovial ota Bpaxiévia oykwpata. I1o XmpPo Metagl aut@v Kar Tou aKpwuiou
undpxer 0 unakpwpiakoés BuAakos nou emkovwvei pe ov unodeftogidn Buiako. H opogh
TOU UNAKPWUIOKOU X(POU OXNpatizetal and 10 akPWMIO Kal TOV aKPWHIOKOPAKOEIoN
oUvdeapo. O defroardns pus kanUnte eni ta ektds Tov WO ka1 katapuetal oto dentoedés
@Upa, otn peadtnta tns didpuaons tou Bpaxioviou. O tévovtas tns pakpds kepanns tou
diképanou Bpaxidviou puds ekpuetal anod 1o unepynvio eUKa ths wponAdtns, Nepva péoa
ané wn yiAnvoBpaxiovia dpBpwon, efépxetar and v avdaka tou Sikepdnou (nou
oxnyatizetan petagu tou peizovos Kan tou €Adocovos Bpaxioviou oykwuatos) kar pépetal
npos ta kKatw, 6nou evavetal pe tnv Bpaxeia kepanh tou dikepdnou. To tevévuo €Nutpd
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Tou anotenei npoéktaon tou apBpikoU upéva.

O wpos €xe1 10 PeyanUutepo €UPos KIvAcewv and OAes Ts apBpwagls ToU GWATOS, T0 0Mnoio
emwyxdvetan pe t olyxpovn kivnon tns yAnvoBpaxidvias, tns akpwpiokAedikns, s
otepvokieidikns ka1 tns wponiatobwpakikhs dpBpwons. Adyw tns xafapdintas tou
Buidkou tns yAnvoBpaxidvias dpBpwons ka1 tns avenapkous ouykpatnons tns kepanns
tou Bpaxioviou and tnv wpoyinvn, n otabeponoinon tns kepanns tou Bpaxioviou otnv
wpoyAnvn emwyxdveta o€ peyano BaBud and tous ocuvdEopous, tous HUES Kal TOUs
tévovtes tns nepioxns. Etal, n tdon tou dentoeidous va npokanéoer eEdpBpnua katd tnv
anaywyh tou @uou, avuotabyizetar and tous atpogeis, o1 onoiol atabeponoiolv 10
Bpaxiévio otnv wpoyAnvn, eved cuvexizouv thy anaywyn. Metd us npwres 300, n anaywyh
ouvexizetan pe otaBepd puBud 1:2 petaly s kivnons tns wponAdmns kar auths tou
Bpaxioviou ootou (wponiatoBpaxidvios pubuos).

Ita nAaioia pias oUviopns yevikns €E€taons ToU PUOOKENEUKOU GUCTAKATOS, N 1Kavotnta
tou aoBevols va tonoBetnogl ta xépia niow and o KePAM TOU, GUUETPIKG, ME TOUS
aykwves ota nAdyia, onpaivel 6u n Agitoupyia tns yAnvoBpaxiovias, tns akpwpiokAedikns
ka1 tns otepvokneidikhs dpBpwans givar puatooyikh. Opws, oe acBeveis Pe oupntpata
and tov po npénel va yivetar Aentopepéatepn e€étaon, n onoia pnopei va dwoel
nepioodtepes ninpo@opies yia thv npoéneuon twv evoxanpdtwy tou acBevols. Me v
EMOKONNON €NEYXETON N CUMMETPia Twv Wpwv Kal n Unapgn Gidykwons, epubpotntas, h
HUIKhs atpo@ias. Ltn ouvéxela yiveta €neyxos yia tnv avelpeon euaioBnaias otnv nieon o€
HUes, tévovies kai evBéaers. EuaioBnaoia oto nidyio dvw pépos Tou wpou napatnpeital o
tevovtiuda tou unepakavBiou, h tou unakavBiou ko oe unakpwpiakn Buiakiuda, v
euaioBnaoia ndvw ané tnv aviaka tou dikepdiou napatnpeitan o€ tevovtiuda s pakpds
kearns tou dikepdnou (n nieon tns atiakas tou dikepdiou npokarei ka1 Pualonoyikd
hmo dnyos, y1autd npénel va yivetar ndvta ouykpion pe tnv uyih nieupd). Ze apBpiuda tns
akpwpiokigidikns aveupioketan euaoBnoia akpiBws ndvw and authv kar npokaneital
dnyos katd tnv éktaon tou Bpaxiova. Xe aotdBeia tou wpou, katd v éAEn tou Bpaxiova
Nnpos 1 KAtw, v 0 acBesvns éxel xanapmoel Tous HUES Tou, oxnuatizetal upeia auaka
peta€u tns nAdylas emeaveias 1ou akpwpiou kat s kepanns tou Bpaxioviou (sulcus sign,
ouxvé o€ veapous abAntés pe wparyia).

H kfivikn Sidyvwon twv nepiapBpikwv nabhoewv tou wuou Baoizetan oe pia oeipd
QUOIK®V OOKIYaOIY, NOU €xouv OKond va au€hcouv tn CupMieon TOU TeEVOVIOOUS
KaAUPHOTOS TwV OTPOPEWV NG Ta TOIXWHATA TOU UNAKPWIAaKOU Xpou, h va evionicouv
T0US NAOXOVTES TEVOVIES, ECETAZOVIAS TS EVEPYNTIKES KIVAGEIS GUS OMoies epniékovial, und
avtiotaon. Mepikés and autés us dokipacies nepiypapovial Napakatw.

O1 kivhogls nou emefel 0 wpos sivar: kapyn (180°), éktaon (60°), anaywyn (180°),
npooaywyn, éow kar €Ew otpodn (90°). Mepiopiopds AWV v EVEPYNTKAV KIVAGEWV
napatnpeital o€ apBpiuda tns yAnvoBpaxidvias dpBpwans kan o€ naywpévo wpo. Avtibeta,
NEPIOPIoHAS TS Evepynukns Kivnons o€ éva eninedo, annd éx1 ata unénoina, opsinetan o€
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Nivakas 1. Kupidtepor MUes tns Quikis Zavns

Mus Neupwon Kiviaars nou ekteei
Aerogbns Maoxarhaio v. Anaywynh 0°-90°
YnepakdvBios* Ynepnaduo v. Anaywynh >30°
Ynakdv6ios* Ynepnaduo v. E¢w otpopn
EAdoowv otpoyyuos* Maoxarhaio v. E¢w otpopn
Ynonndaoos* Ynonndua v. ‘Eow otpogpn

*O1 tévovies twv puv autav anotefouv to Tevoviwdes Kddupa twv Eipopéwv tou Duou (rotator cuff)

BAaBn veupou (nivakas 1) h, ouxvdtepa, oe tevovtiuda. Le tevoviiuda tou unepakavBiou
kan o€ unakpwpiakh Buiakiuda to anyos ivan eviovotepo katd tnv anaywyh and us 60°
ws us 120° (enwduvo 16€0), evd tumka dev undpxer ous 0°- 45° kan 120°-180° (o€ opiopéves
ofeies nepintwoels BEBaia o0 aoBevins dev avéxetn kappia kivnon). Le tevovtuda twv
unakavBiwv 1o adyos npokaneital katd thv evepynukn 6w otpoPn. Linv tevovtiuda tns
Hakpds keanns tou Oikepdnou napdyetan diyos otnv KAUYN TOU MMOU, VK AOKEITal
avtiotaon ano tov £€etdzovia oto unuacpévo avuBpdxio (Speed’s test), h oto avuBpdxio
HE TOV ayK@va o€ Kapyn kar éow atpogh (Yergason test).

v nepintwon pnéns kanolou tévovia, undpxel aduvapia ektédeons s Kivnons nou
emrenei autos. Na va dieukpiviotei av n duokodia h n aduvapia extédeans pias kivnons
ogeifetan og pngn tou tévovia N oe diyos Adyw tevovtiudas, unopei va yivelr Siayvwoukn
éyxuon 1 ml tomkou avaigBnukoU otnv nepioxh (n.x. otov unakpwpiakd BUAako eni
unoyias tevovtiudas tou unepakdvOiou). Av o acBevins ndoxel and tevovtiuda Ba pnopéoer
va ekteféael tnv Kivnon (anaywyn) agou avakou@iotei ano 1o ayos, ev av undpxel phén
tou tévovta n aduvapia Ba napapeivel kan petd v UPeon tou anyous.

Ektdés and us evepynukés kivhoels npénel va enéyxetal ka1 10 €0pos twv nabnukdv
Kivhoewv. Av o1 nabnukés Kivhgels eival neplopiopéves otov id1o nepinou Babuoéd pe us
evepynukés, t0t€ pdAdov npokertar yia naBoAoyikh katdotaon nou a@opd tn
yAnvoBpaxidvia apBpwaon (apBpiuda), h tov apbpikd BUAako (naywpévos wpos). Avtibeta,
av pia kivnon exteneitan naBnukd oe onpavukd peyanltepo €Upos and 600 PMopei va
ekteneotel evepynukd, tOte npdkertal yia npoBAnua tou tévovia nou eunnéketal otnv
kivnon auth. Na tov édeyxo tns Unapns unakpwpiakns npdokpouons yivetar nabnukn
anaywyn tou Bpaxiova and tov e€etdzovta (o onoios otaBeponoiei pe 1o Ao tou xép1 tov
po yia va pnv avaonkwBei). H dokipadia eivan Bsukh av npokAnBsi dAyos katd tnv
anaywyn (hmo oUvbpopo npdokpouans aus 90°, pétpio aus 60°-70°, coBapd ous 45°). Kai
auth kot dAnes dokipaaies unakpwpnakns npéokpouaons dev eivar e101kEs (eivan Beuikés kan
o€ kGBe @Aeypovddn nabnon otov unakpwpiakd xmpo). O1 nepioadtepes nabnaoels twv
nep1apOPIKAV 10TV TOU WUOU ouvundpxouv pe kdnolio BaBud unakpwpiakns
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npookpouans. Oa npénel enions va onpeiwdei 6u, noAu ouxvd, oe évav acBevh pe enmduvo
WHO, NAoXouv tautdxpova nePIoOOTEp and éva avatopikd popia. Av dev undpxouv
onpavukd euphpata and tnv kiivikn e€étaon tou wpou, 10tE 10 dAyos pnopei va
npoépxetal anod v akpwpiokidikn, tov auxéva, 10 Bwpakikd kAwBo, N 1o Sidepaypa.

Tevovtiuda tou Tevoviwbous Kanduuatos twv Zipo@éwy tou Duou.

To tevovimdes kdAuppa twv otpoPéwv Tou @uou anoteeitan and 4 tévovies (tou
unepakavbiou, tou unakdvliou, tou endocovos otpoyyuou kai tou unondduou puds) o1
onoior kataguovtal oto peizov kal élacoov Bpaxiovio Gykwpd. INPavukotepos anod autous
givan 0 unepakdvBios pus. H tevovtiuda twv otpopéwv, nou eivar n cuxvotepn nabonoyikn
katdotaon tou wpou, eivar @AgydovA Twv TEVOVIWV TOU ungpakavbiou kai/h twv
unakdvBiwv pudv, oty NEPIOXA TOU UNAKPWUIOKOU XWPOU, EVM OUXVA QAeypaivel
(ouvnBuws deuteponabuws) kar o unakpwpiakoés BUAakos. Autds Bpioketan ndvw anod tous
TEVOVTES TWV OTPOPEWV Ka1 ToUs npoaotatelel anod us méoels nou déxovial and 10 akppIo
kar 10 Bpaxiévio katd v anaywyh tou wpou. Aidpopes enavanapBavépeves
dpaotnpidtntes (napatetapévn epyacia pe ta Gvw dkpa ynid, onpw&po, €Agn ktd)
npodiaBétouv o oUVOpopo npdokpouons TwWV TEVOVIWV Twv OTPoPéwv (npoatpiBn
onfadh ota toIxdpata ToU UNaKPwIaKoU Xwpou), 1oxaihia kai tevoviiuda. ZUvopopo
npdokpouans pnopsi enions va npokAnBei and otévwan tou UNAKPWHIAKoU Xwpou Adyw
TOU OXNJATOS TOU AKPWHIOU, 00TEOPUTA TOU KATW THAKATOS TNS aKpwIoKAEIOIKAS, Tpaupa
h @ieypovh (nx PA) otnv nepioxn ktA. Ze 6Aes s NEPINTMOEIS Tevovtitdas twv oTpoPéwv
ouvundpxel ouvdpopo npdokpouons. O1 acBeveis (ouvnBuws peyanUtepol twv 30 €1wv)
napanovouvtal yia dAyos o€ Kivhcels tou @wpou, affd Kal othv npepia Kar ouxva yia
vuxtepivo dnyos. Ze ofeia tevovtiuda, 1o afyos eugavizetar Eagvika kar punopei va givan
EVIOVOTATO. LTS MEPINTWOEIS AUTES, MOU EUPAvizovial O VEAPOTEPA OXEUKA GTopa, ouxvd
Bpiokoviar aoBeotdagis otnv katdpuon tou ungpakavliou ous akuvoypagies 10U WHOU.
O1 aoBeataaogis pnopei va daduBouv pe tnv ndpodo tou xpdvou. Mapdpoies aoBeataoes
Bpiokovtan apketd ouxva Ka1 0€ AOUMNTWHATKOUS MHOUS. LE Xpdvia tevovtiuda o1 aoBeveis
napanovouvtal yia xpévio dAyos n enavadauBavopeva €neicodia. LNV QVUKEIYEVIKN
e¢étaon Bpioketan eumobnoia oty nigon kdww and 10 akpwpio, Bgukn Hokipacia
unakpwpiakhs npdokpouacns, ayos atnv und avtiotaon kténeon anaywyns (oto enmduvo
10660) kai/n €Ew otpoPns, v 10 €Upos Kivhoewv tns yAnvoBpaxidvias GpBpwons eivan
@uaioioyikd, epéoov dev ouvundpxel npéBAnpa kar and auth.

PAén tou Tevoviwdous Kaduuuatos twv Lipopéwv tou Quou.

Mnopei va oupBei eni tpaupauopoy, o €6apos ekpuiiopévou n Pualodoyikou tévovia
(mwon pe teviwpévo xépl, N Aueon kdkwon tou @pou, N kdtaypa tou Bpaxioviou). Lus
Hioés nepintwoels Opws dev éxel nponynBei kakwaon, annd ogeinetar o€ otadiakn ekpuon
Tou tévovta nou katadnyel o€ pepikn n ninpn phén tou. O1 phéels katatdooovial o€ PIKPES
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(< 1cm), pérpies (1-3 cm), peydnes (3-5 cm) kan pazikés (> 5 cm). Kivikd ekdnAdvovrar pe
dnyos (hmo éws évtovo), vuxtepivd aAyos, aduvapia anaywyns (Ama éws onpavukn),
dnyos katd tnv evepynukh anaywyh kar tomkh euaiodnaoia.

Tevovtiuba tns Makpds Kepanns tou Aikepdrou.

Mpokertan yia gAgypovh Tou Tévovia ths pakpds kepanns tou dikepanou atn diadpopn tou
drapéoou tns atAakas tou dikepdanou. Eppavizetar pe dAyos oto npdabio pépos tou wpou,
161aitepa katd tnv dpon Bapous. O ndoxwv tévovias diatpéxel peydno kivbuvo va unootei
autépatn phgn (10%). Mapdyovies kivduvou yia phén €ivar n unotpomdzouoa tevovtiuda,
10 1010p1ké PHENS ToU KaAUPPATOS Twv OtpoPéwy, h Tou tévovia tou Hikepanou tou
avtibetou dkpou, n dvw twv 50 ewdv niikia kar n peupatogidns apOpiuda. H didyvwon
ouvnBws tiBetar and tn Quoikn e€étaon, katd tnv onoia Ba npénel va eféyxetan kal n
ouvunapén ouvdpouou npdokpouans kai tevovtiudas n pREns twv otpoPiwv. Le
nepintwon phéns napatnpeitan Hidykwan s yaotépas tou dikepanou (onpeio tou Popeye),
anfd dev ennppedzetar onpavukd n puikn 10xUs, 6dopévou 6 N KAPYN Tou aykwva
eneneitan katd kupio Adyo and tnhv Bpaxeia kepadh tou dikepddou kar and tov
Bpaxiovokepkidiké pu.

Lupguukn Buiakiuba n Maywpévos Quos (10).

0 NQ epgavizeta Kupiws oe dtopa dvw twv 40 €1V ka1 xapakwnpizeta and onpgavuko
nepiopiopd OAWV Twv EVEPYNTUKMV Kol Nabnukdv KIVACEWV TOU NAOXOVIOS WHOU.
Zuvundpxe aiyos (ka1 t vuxta, 161aitepa oto npwro otadio), tomkn euaiodnaia ka1 cuxva
HUIKN atpoia. Mnopei va €ival 1610nabis n deuteponabns. Ta aitia tou deuteponabous NMQ
givar noAnd, tomka (ouvhBws nabnoeis tou tevoviwdous kaRUPpPaTtos v oTpoPéwy, h
paupaukd aina) h pn tomkd (eyxeipnogis Bwpaka kar pactou, O.E.M., peupaukn
nodupuandyia, P.A. onovbuioapBpondBeies, oakxapmdns diaBhtns, véoor Bupeoeidous,
A.E.E., petaBonika aiua kar pdppaka-BapBitoupikd, INH, avaotodeis npwiedons tou HIV).
O1 aoBeveis pe voounivoeaptwpevo L.A. ivan 1diaitepa emppeneis og MQ.

Ztov NQ, o apBpikés BUAaKos cupPUETan oTov avatopikd auxéva tou Bpaxioviou kal ol
em@dveies tou paoxataiou kodnwpatos tou BuAdkou ocupeuovtal petafy tous. H
xwpnukdnta s yAnvoBpaxidvias nepropizetal ané ta 28-35ml, nou sivan puotofoyikd, oe
<10ml (ouvnBws 5-7ml h kan Aydtepa).

H @uaikh nopeia tou NQ™ diapkei katd péco 6po 30 pnves (12-42 pnves) kan daipeitar oe
3 @dogs nou pnopei va emkaduntovial o€ kanoio Babud: enwduvn gdon (2,5-9 pnves),
oup@uukn @don (4-12 pnves) kan edon anodpopns (5-26 pnves). Metd v anodpopnh
napapéver kanotos BaBuds nep1opiopol twv KIVAGEWY ToU @O ato 39-76% twv acBevav.
NpooBonh kat tou dAfou wpou cupBaivel oto 6-17% twv acbevav. Ynotponh otov ib1o
wpo givan andvia (3%).

H &idyvwon ouvhBws pnopei va tw€bei and v kivikh e§étaon oe ouvduaopd pe v
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anoucia akuvonoyikwv BAaBmv and t yAnvoBpaxidvia. To apBpoypdenua emBeBaicver
i didyvwon, afnd us nepiocdtepes gopés dev sivan anapaitnto va yivel. H MRI pnopei
emniéov va bei€er alfoidogs nou eivar unelBuves yia tn dnpioupyia deuteponabous MQ.

Angikovioukés péBodon

Aev undpxouv e1d1kG akuvonoyikd euphpata ous anfés akuvoypagies o€ tevovtiuda twv
otpo@éwv h tou dikepanou kan dev ivar anapaitnto va yivovial 010 NPWIo €ngI06610
tevovtiudas, av ta kMvikG eupnpata eival tumkd. Avtibeta, kand givan va yivovial g autoUs
nou éxouv xpévia cupntwpata n enavadapuBavépeva eneioddia. AaBeotwaels pnopei va
napatnpnBoulv o€ apketous and autols. Ltévwaon tou Siactnpatos Petagu tns KatwIepns
EMPAVEINS TOU OKPWHIOU Ka1 TOU avWTEPoU pépous tou Bpaxioviou ootol kdtw and 0,5 cm
(puaroioyika ivan 1 cm), sivan evbeikukn ouvdpopou npdokpouans kai Aéntuvans h ph&ns
T0U TevovVImOOoUSs KanUMHATOS Twv GTPOPEWV. Le a0BEVEls e HaKPOXPOVIO 10TOPIKO UNOpEi
va BpeBouv oateoapOpiukés anfoiwoers tns yAnvoBpaxiovias dpBpwons.

Mdpopes penétes éxouv beiCel Ou ta oupnepdopata s kMvikhs eEétaons tou wpou dev
givan ndvia akpiBn ws npos tov eviomopd tou aitiou tou GAyous, CUYKPIVOHEVA e
aneikovioukés peBodous, onws n MRI kar 10 ungpnxoypdenua®. Adyw tou peydnou
kootous, n anépaon yia dievépyela MRI Ba npéner va e€aptdtan and ta avapevopeva
anoteéopata ka1 tous otéxous tns Bepansutikns avupetwmons. Aev undpxel Adyos va
yivetar MRI ous nepintwogls nou ta eupnpata tns KAvikns €ikovas Kar twv andwv
akuvoypagicv apkoUv yia tnv avupetwnon tou acBevous. H MRI bivel ninpogopies yia
noAnd avatopika popia ts nepioxns ou wpou. H ikavétntd tns va diakpivel nAnpes phes
Tou tevoviwdous kaduppatos gival nodu kaih (euaoBnaia 100%-e1d1kdtnta 95%), eva o1
HepIkés phEeis ouxvd Gev pnopouv va dapopodiayvwotolv and tnv tevovtiuda. Ze pia
peétn aoupntwpaukv wpwv, Bpébnkav phges tou tevoviwdous kanuppatos oto 34%
v atopwv avebapthtws niikias, kar 010 54% twv atdpwv dvw v 60 etwv?. Nautd, ta
eupnpata tns MRI npéner va a§lofoyoluvian o ouvbuaopd pe tv kiivikh €ikéva. Le
dUokones nepintaoers 1o apbpoypapnua andns n dindns avtiBeons, h 10 apBpoypdenua
pe MRI pnopei va &ieukpivioel tn &idyvwon, anokadlntovias emkovwvia Tou
unakpwpiakou Buidkou pe tnv apBpikn koiddtnta eni nAnpous phéns tou tevoviwdous
kaAUppatos, h angikovizovias énkn nou o@einovial oe pePiIkEs pPhers s kAtw emaveias
ou tevoviwdous kafUppatos. H afovikh topoypagia (CT) givar diydtepo akpiBhs and tnv
MRI otn &1dyvwon twv nepiocdtepwv Kataotdoswv ou wuou. To apbpoypdenua pe CT
Opws givar a§iémato yia tv aneikévion ph&ewv tou emxeitiou xdvdpou tns wpoynvns.
To unepnxoypd@npa eivar noAu kadn péBodos yia v avixveuon BAaBov twv tevoviwv
(85% eumoBnaia yia nihpes pnées tou tevovimdous kanUppatos) kar ouiioywv atous
Buddkous ka1 otnv apBpikh koiAdINta, eved pnopei va xpnoponoinBei kar yia
kateuBuvopevn Oiayvwoukh h Bepaneutkh napakévinon. Adyw tou oxeukd xapnioU
koatous tou, eival Aoyikd va nponyeitan ts MRI otn diepelvnon tou enwduvou wpou, av
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ka1 n tefeutaia uneptepei otnv aneikévion opiopévav BAaBwv®. Ta vewtepns texvonoyias
unxavapata unepnxoypadias au§avouv katd nodd us Oayvwoukés duvatdtnies tns
peBodou”. Nepropiopoi €ivar n npos 1t napdv 6xi eupeia &1aBsoipdntd tou
ungpnxoypa@npatos tou puookeeukou otnv EANGda kar to yeyovds 6u ta anotenéopata
e€aptavial anod v euneipia Tou xe1PIoTA.

O¢paneia

Av ka1 o1 naBnoeis tou wpou eival oAU cuxvés, n NAEIOVOTNTA WV ONPOCIEUPEVWY
pedetwv yia tn Bepaneia tous ndoxouv and pebodonoyikd npoBAnuata®® ko1 ouxvd
e€ayouv avukpoudpeva oupnepdopata. Etal, n Bepaneia Baoizetn kupiws o€ uneIPIKES
NPaKuKés kar ota anotenéopata twv Aiywv kand oxediaopévav peetwy.

H apxikh avopetwmon s tevoviudas twv otpodéwv kai tou dikepanou ouviotatar o€
yuxpd embépata, MIAD® ka1 ano@uyh KIVAGEWV MOU €MOEIVMVOUV 10 aVTioTOIXO
npdBAnpa. Otav 1o EMTPEYOUV Ta CUUNTWUATA, NPENEN Va apXizel NPOYPAHHA aoKACEWY
&idtaons (e pikpés ekkpepogideis KIviaels Tou Gvw dkpou to onoio kpatder Bdpos 2,5-5
kg), Srathpnans tou €Upous KIVAGEWY Kal I00METPIKES AOKNTEIS Y10 EVOUVALWON TWV HUV.
Av ta oupntwpata dev BeAuwbouv yivetar tomkn éyxuon KOPTUKOEIHOUS OTOV UNAKPWHIAKS
BUnAako, epdoov npdkertal yia tevovtiuda twv otpoPéwv. H tomkn éyxuon KopUKOEIdWY
givan n anotefeapaukdtepn Bepansia yia i BpaxunpdBeopn avakoupion and 1o dAyos.
Tovizetn 6u npénel va ano®eUyetal n éyxuon péca otov tevovuo 1010 (yivetan avuinnth
and v unapén pétpias h peyanns avtiotaons katd tnv éyxuon), yiati pnopei va npokAnOei
pnEn tou tévovta. H Bepaneia pe unepnxous eivan enions anotefeopaukn®. Le tevovtiuda
tou OGikepdnou pnopouv va eyxuBolv kopukoeidh otnv alfaka tou Oikepdnou, of
aoBeveis <50 €1y, h otov unakpwpiaké BUAako (Adyw tou au§npévou kivduvou phéns tou
tévovta) o€ aoBeveis >50 etwv. H pnén tns pakpds kepanns tou dikepdnou v xpeidzetan
XEIPOUPYIKN anokatdotacn, napd pévo yia aigdnukous Adyous.

O1 pikpés ofikoUu ndxous kar o1 HEPIKES pnEels tou tevoviwdous kanUuppatos
avupetwnizovial ouvinpnukd pe MIA®, ka1 QuoikoBepansia. O1 tomikés eyxuoels
kopukoeidov BonBolv oe opiopéves NePINTWOEIS oty avupetwmon tou ddyous. H
and@acn yia XEPOUPYIKA anokatdotacn €§aptdtal and v €UPOVA TWV CUPNTWHATWY
(napd v epappoyn ouvinpnukns Bepansias yia toudxioto 6 pnves), 10 péyeBos tns
pnéns, aldd ka1 tn dpactnpidtnta kar v niikia tou acBevous. Mpwiun xepoupyikh
anokatdotacn pnopei va yivel o€ ofeia ofikoU ndxous pnén pe Netoupyikés diatapaxés os
veapa Gropa™.

Le nepintdogls goBapoly ouvdpdpou nPOOKPOUONs HE XpPOVIa oupnt@uata nou Oev
uigvtal Ye ouvtnpnuKa péoa, PUnopei va yivel avoixtn h apBpookomkh anooupnieon tou
UNAKPWHIOKOU XWPOU.

H Oepancia tou naywpévou wpou nepidauBaver kupiws tv éyxuon 1-3 6docwv
kopukoedwv evbapBpikd (h kan otov unakpwpnaké BuAako) kar acknaogis/puaikoBepancia
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yia avakinon tou €0pous KIVAGEwV Tou wpou. H anotedeopaukonta twv eyXUoEwv
kopukog1dmv eEaptdtal kar and t owoth £yxuch tous oto emBupntd onpeio™’. Asdopévou
6u peydno nooootd twv eyxUoEwv otov WO (péxpr ka1 60%) dev emuyxdavel va yivel otov
evbapOpikd xdpo™, Ba npénal va efetdzetar n mOavotnta Sievépyeias tous unod
aneikovioukd €édeyxo. H 6idtaon tou apBpikol BuAdkou pe evBapBpikh Eyxuon
@uaiofoyikol opou (ubponfdacukn) éxer dwoel avukpoudueva anotenéopata, mbava
Adyw s noikiias v XPNOIUOMNOIOUHEVV TEXVIKAV. LE EMIPOVES NEPINTWOEIS PUNOPEi va
yivel apBpookomkn AUon twv ouppuoswv. O1 xeipiopoi und yevikn avaiobnoia evéxouv
peyano kivbuvo emniokawv (n.x. kGtaypa Bpaxioviou).
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SYNOVIAL FLUID ANALYSIS AND SYNOVIAL BIOPSY
"% FOR THE RHEUMATOLOGIST

“ H. Ralph Schumacher, M.D.
/ University of Pennsylvania and VA Medical Center, Philadelphia

I. Practical Approach to Synovial Fluid
A. What aspects of SF analysis are likely to change diagnoses and treatments?
1. Gross appearance
2. Wet drop preparation
Regular light
Polarized light
3. Gram stain and cultures
4. Leukocyte count and estimate
B. Triaging by gross appearance
C. Wet drop preparations
1. Miscellaneous findings
2. Crystals and artifacts
D. Stained preparations
E. Leukocyte counts
F. What tests are not of much current value and why?

II. When to do a synovial biopsy
A. Indications
1. Suspected infection
2. Consideration of tumor or foreign body
3. Search for a deposition disease
a. Hemochromatosis, amyloidosis, multicentric reticulohistiocytosis,
crystals
4. Subtle findings to try to support synovitis
5. Differential diagnosis of polyarthritis (less often)
a. Crohn’s disease, lymphoma, Whipple's, sarcoidosis
6. Research
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B. How to get synovium
1. Needle biopsy, arthroscopy, surgery, fragments in SF
2. Be sure to ask a specific question
3. Process tissue appropriately and look with the pathologists

III. Looking at SF synovium does change diagnoses and treatments if you know what
question you are asking.
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WHAT IS NEW IN CRYSTAL INDUCED ARTHRITIS?
GOUT AND OTHER MICROCRYSTALLINE DISSEASES:

"% WHY ARE THESE STILL SO HARD TO DIAGNOSE AND
TREAT??

H. Ralph Schumacher
University of Pennsylvania and VA Medical Center

A. Gout
I. What is new and/or controversial in diagnosis?

a. How accurate is diagnosis?
ACR gout criteria are still "preliminary" since 1977.
Can ACR criteria for RA misdiagnose gout?
Crystal diagnosis is definite, but how accurate is it? Errors are common
Even rheumatologists often do not examine SF for crystals
Crystals are not dissolved by Gram or Wright stains
Serum urate may be low during attacks

b. Is it important to look for causes of hyperuricemia?
Under-excretion most common. Are there clues to a genetic basis?
New interest in syndrome X, insulin resistance
Gout is seasonal. Why?
New reports of role of macrophage differentiation

I. Are there controversies about management? How much is evidence-based?
Are there new approaches?
a. Acute arthritis
Is there still a role for colchicine?
Review of controlled trials. Only 1 placebo-controlled
May the coxibs be useful?
Non-pharmacologic measures
Could biologics ever have a role?
b. Chronic disease
When to start urate lowering agents
When can you stop colchicine prophylaxis?
Allopurinol vs. uricosurics
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Will there be other choices for the allopurinol allergic patient?
Role of diet. Include low carbohydrate diet
Effect of low dose ASA on uric acid

B. Crystal Identification
I. Regular light microscopy
a. Can see crystals and often distinguish by shape, etc.
b. Apatite clumps
¢. Hematoidin

II. Compensated polarized light. Theory
a. MSU vs. CPPD
b. What to do for quality control
¢. Potential artifacts
Lipids, Broken glass, Depot corticosteroids, Other
d. Also other rare pathologic crystals
Oxalate, Liquid lipid crystals

C.CPPD
Often not considered
Can cause fever
Mixed CPPD & MSU
Neurologic compression syndromes
Common in OA. Cause or effect?
Some ideas for chronic treatment
Look for metabolic causes

D. Apatite (Basic calcium phosphates)
Shoulder periarthritis and many other sites
Podagra
Other unusual locations
Role in Milwaukee shoulder and rapidly destructive OA
Mixed crystals. CPPD & Apatite. Why if they inhibit each other?
Look for associated diseases
No good long term treatment except for lowering phosphate in dialysis patients
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H PATOEIAITIAA XTA PEYMATIKA NOZHMATA

Nikos N. Mapkopixendkns
OgpBaduiatpos
“ Iatpeio @Asypovav kar Avogoroyias OpBaduou
. OgBaduodoyiké Tupa, MN.I.N.ABnvav «l.levvnuatds»

O payosibns xitwvas nepiapBaver tnv ipda, 10 akuvwtd owpa Kar tov xopioedn. Ev
toutols ws payoeidiuda opizetan 6x1 pévo n @Aeypovh tou payoeidh, annd dAwv twv
evbo@Banwv 101wy, enopévms kat tou uanogdous awpatos, tou auiBAnotpoedn n s
evboBonBikns poipas tou onukoU velpou. H AieBvis Opada Mefétns twv Payoeiditibwy
(International Uveitis Study Group-IUSG) katétae us evbopBanpnes pieypovés pe Baon
v Tonoypagikh eviomon o npdabies, idpeoes, oniabies kan yevikeupéves payoeidiudes,
Ius npoobies n @ieypovh apopd otnv ipida A/kal ot0 aKUvwtd owpa, €€ ou Kai
ava@épovial ws 1pindes kar ip1dokukiudes. us didpeoes Psypaivel 10 KukMkd, n pars
plana, n nepipépeia tou ap@iBAnotpoeldh kar 10 uanogdés odpa ka1 ws €k T0UTOU
ava@épovtal ka1 ws oniobies kukniudes, nepipepikés payoediudes h pars planitis. Lus
onioBies n PAsypovn evtonizetal atov Kevipikd ap@iBAnatpoeidn, otov xopioeldn Kal oto
onukd velpo, pe anotéfeopa va avagépovial ws apiBAnotpoediudes, xoproediudes,
xoploap@iBinotposidiudes, veupoap@iBAnotpoediudes n ayyeiudes apgiBAnaotpoeidn. H
taivépnon auth, agevos npoo@épel onpavukn diayvwoukh Bonbeia ka1 agetépou
kaBopizer v Oepancuukn avupetdmon. Na  napddsiyya o1 opoapvnukés
onovdunapBpondBeies oxedov anokneioukd npokanolv npoéabia payosidiuda, n véoos
Abapauddn-Behcet ouvnBéatepa oniobia h yevikeupévn payoeidiuda kar o1 autodvooes
ouatnpaukés ayysiudes kateCoxnv ayyeiiuda ap@iBAnotpoeidh. O1 npdobies kan Srdpeoes
payogidiudes, o6nou ouvnBws Oev anefeital ouclaoukd zwukés 1016s, ONWS O
ap@iBAnotpoedns h 1 onukd velpo, avUUEIWNizoOvIal PE TOMKN XOpPhynon, Ve O
onioBies N yevIKEUEVES HE OUCTNPATKA  XOPAYNon  avoookatactadukwv h
avooOTPONOINTKAV.

Mpéogata n IUSD npéteive, pe Baon tnv aimodoyia tns payoeidiudas, véa cupninpwpaukn
katdtagn o€ Ao1OEIS, AUTOAVOOES N OXEUZOHEVES PE OUOTNUATIKG VOONUA, AUTOAVOTES
OXEUZOWEVES YE OUOTNPATIKG VOONHQ, PETATPAUPATIKES KOl PETEYXEIpNTUKES. Me tn véa auth
katdtagn eoudzetar n npoooxh otnv akpiBh didyvwon tns payosidiudas nou anotenei
akopa kar ous pépes pas coBapd kar duceniduto npoBAnpa. Akdpa kon ota mo €1d1kd
kévipa opioukh Hidyvwaon katd tnv Np@In ktiunon twv acbevav tiBetan pévo ato 17% twv
NEPINTWOEWV payoeidiudas?.

O1 opBanpiatpor napadoaoiakd Bewpolv du a payosidiuda cuoxetizetan oxebov navia pe
PEUPATKO voonpa ko napanéunouv dious tous aoBeveis oe peupatonoyo npos e€akpiBwon
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T0U VOONaTos Nou unokpuntetal. Anotéleopa ths NPakukns auths eivar o1 aoBeveis va
unoBdannovial o€ peydno apiBud danavnpwv e€etdoswy kan va katadapBdvoviar and dyxos.
Ev toUtois nodnés embnpionoyikés penétes™ deixvouv 6u pn Aoipmdes ouatnpatkd voonua
ouvunapxe oto 11%-31.4% tou ouvonou twv acBevav pe payosdiuda kar peupaukd véonpa
ow 8.4%-20.8%. Epeis oto latpeio dieypovav ka1 Avocoroyias O@Badpou tou
M.F.N.ABnvav «I.levvnpatds» dramotwoape ouoxéuon pe ouotnpatkéd voonpa oto 28.4%
v acBevav pas pe payoadiuda kar pe peupaukn vooo ato 13.2%!“. BeBaiws n tnap&n evos
UMOKEIpEVOU pEUPATKOU voohpatos pnopei va Béoer og kivbuvo tnv idia th zwh tou acBevous
kan enopévas n e€akpiBwon ka1 n katdAdnAn avopetwmon tou kabiotatan avaykaia. Agv
npénel enions va pas Siagelyel 6u n payosidiuda unopei va anotedel thv npwin ekdnhAwon
HI0S CUOTNPATKAS VOOOU Kal ws €K ToUTou va gival kaBopioukhs onpacias yia tnv Sidyveon
s vOoou.

H &iayvwoukn npoaéyyion tns payoeidiudas anaiei 101aitepn npoonddeia kan otnpizetan
Kupiws, 6nws € dndou oe 6Aa ta voonpata, agevés otnv ARYn evos Aentopepous
o@BanpikoU ka1 guotnpaTKoU 10T0PIKOU Kal apetépou atnv nihpn opBanuikn egétaon kan
NV MPOCEKTKA avaokonnon twv ouctnpdtwyv (epeis XpNOIHOMNOIOUYE €va EKTETAMEVO
gpwinpatondyio) kar deutepeudviws otnv epyactnpiakn Kai napakfivikn diepedvnon. O
gpyaotnpiakos éneyxos Ba enektabei, népav twv Baoikwv efetdoewy, Povo av o aabevns
éxe1 ndvw and tpia enaicddia payosidiudas, av BpeBouv Beukés anavinoels oto
gpwinpatodyio s avackdnnons twv cuatnudtwy, av undpxouv onyeia ayyeiudas otov
ap@iBinotpoeidn h av n payoeidiuda dev avianokpivetan otnv Bepansia pe otepoeidn. O
éneyxos ogeinel navia va eivar kateuBuvopevos pe Baon ta o@Oanpikd Kol cuotnpatka
kfhivikG euphpata. Av undpxouv 10xupés unoyies yia tv Unap&n UNOKEIPEVOU vOONaTos,
n ouvepyaocia pe yiatpoUs dAdwv adikothtwy, petal twv onoiwv kar peupatondyos,
Bewpeitan K 1wv wv oUK Gveu. Le NEPINTWOEIS, MOU n payosidiuda empével, ave§dptnta anod
10 av 0 kfvikos, Epyactnpiakos kat napakfivikos €lgyxos tav apvnukds Katd tv npwin
ektipnon, o1 aoBeveis Ba npénel va enavekupouvian katd dactnpata.

Yus endpeves oenides Ba avapepBouv ouvonukd o1 opBanpikés ekdniwaoers, nou pnopei va
napatnpnBouv ota cuvnBéotepa peupauka voonpata.

Apvnukés onovbunapBponddeies

Ofa tw voonhyata, nou nepilapBdvoviar oty opdda twv  0POAPVNUKAOV
onovbuiapBponabeiwy, givar duvatdv va ouvodelovial anéd ekdbhdwon payoeidiudas kai
paiota xapakinpioukd npdadias.

H aykudonoinukn onovéudinda (AL) givar n mo ouxvh ouatnpatkh vOOO0S NOU OXETZETal
pe npoobia payoeidiudba otous avdpes. To 17% pe 31% twv avdpav pe npdobia
payogidiudba ndoxouv and Ar®. H np6éabia payoeidiuda eivar n mo ouxvh eEwapBpikh
ekdnAwon tns véoou kar cupBaivel oto 25% nepinou v acbevav, gite npiv tv évapén,
gite katd v nopeia. H npdabia payoediuda Eexiva eivan tumkd otov éva opBanud, anna
unotpomdzel kar npooBande kar tov dAdo o@Badud. Inaviws pnopei va ekdbnAwbei
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onioBia payosidiuda ka1 ayysiuda ap@iBinotpoadn® ka1 okAnpiuda”. H exdhAwon
o@Banpikhs npooBonns dev e§aptdtar anéd tnv Baputnta tns onovdudiudas.

Lo auvdpopo Reiter n ouxvotepn o@Banpikn ekdniwon givar n emne@ukius, wotdoo
npdabia payosidiuda oupBaivel oto 3% pe 12% twv acbevawv®. To onioBio npipdpio tou
o@Banpou wmkd dev npooBanietan.

H ywpiaoikn apBpitida unopei va ouvodeustan and npdabia payoeidiuda o nocoatd nou
@tdvel 0 20% ka1 eivar ouxvotepn oe acbeveis HLA-B27+ n éxouv ekbnimoe
1eponayoviuda™

Lta @Asypovawdn voonpata tou eviépou n opBanpikn npooBodn givar ouxvotepn dtav
éxouv epaviotei eweviepikés ekdniwaoels kan 16iws apBpiuda, ozmdes €pUBnua h
otopaukés geAkmwoes. H opBanpikh ieypovn oupBadize pe v Baputnta ts véoou kai
oupBaivel ouxvotepa atnv véoo Crohn napd otnv eAkwmoNn koAiuda™. Anéd tous opBanpous
ouxvotepes ekdniwaoers eivar n emokdnpiuda ka1 n oinpiuda Mpdabia payoeidiuda
ekdnAdvetan oo 2% pe 11% twwv acbevav kar ouvnBws epgavizetan pe apBAuxpd
oupntpata kat atous dUo oBanpous, éxel de tnv tdon va xpovizel Oniobia payosidiuda
kan pAgypovh twv ayyeiwv tou ap@iBAnotposidh ondvia epgavizetar, anid étav cupBaivel
givan ooBapn ka1 avupetwnizetar duokona

Ztnv vooo Whipple ouvnBéotepa npokadoUvial veupo-opBanpikés ekdnimogrs kar pévo
ot 5% twv acBevawv onicba payosidiuda.

H ouoxéuon 6Awv twv opoapvnukwv onovéuidabponabeiwv pe tov anddtno HLA-B27
givanr yvwotn. Ev toutols pévo oto 1/4 twwv HLA-B27(+) aoBevdv, nou ndoxouv ané
payoeidiuda, cuvundpxel cuotnpaukd véonpa. H npoabia payoeidiuda, nou oxetizetan e
HLA-B27, anoteei 161aitepn kihvikh ovidtnta, pe Sapopeukn eupavion dnda oxi Ka
npoyvwon og auykpion pe us 161onabeis HLA-B27(-) npdabies payoeidiudes.

Neavikh 1610nabns apBpiuda

Mepinou 10 20% twv naidiwv pe ofyoapBpikh ka1 5% twv nadiwv pe noAuapBpIkh popen
s vooou ekdniwvouv npdabia payoeidiuda™. Mpdkeran yia xpovia, apPoteponAeupn
1mdokukdiuda, cuvhBws acupntwpaukh katd v évapén kar yia auto 1diaitepa emkivouvn,
agou &iayiyvwoketan poévo otav eppaviotolv emniokés, nou nofdnés Qopés eivar pn
avaotpéyipes. H payoeidiuda unopei va nponyeitan tns apBpiudas. H évapén tns véoou npiv
v nilikia v 7 €1y, n gupdvion tns payoeidiudas npiv v apbpiuda, n ofiyoapOpikh
HOpPQN, N Napoudia avunupnvikwv avucwpdtwv kal 1 0hdu @uio anotedolv kakous
NPOYVWOTKOUS Napdyovies yia tnv 6pacn. Eneidh n payoadiuda givan ‘oionnAn’ o takukds
éneyxos and opBadpiatpo eivar anapaitntos. MNadid ANA+ pe ofiyoapBpikn popeh Kai
évapén tns véoou npiv v nilikia twv 6 v avakouv othv opdda uyniou Kivduvou yia
ekdniwon payoaidiudas km Ba npénel va eCetdzovian avd 3 pnves yia éva £€10s ka1 otn
ouvexeia ava e€aunvo. Nandid ANA+ pe noduapBpikh pop@n n ofyoapBpikn dAAa e
évap€n tns vooou petd v nilikia twv 6 1wV avhkouv otnv opdda péoou kivduvou kar Ba
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npénel va e€etdzovian avd €aunvo yia 5 én kar petd ava éros. Ona ta alda nondid e
opaoapvnukh noAuapBpiuda, nou gupaviotnke npiv v niikia wv 11 €wdv éxouv HIKpPO
kivbuvo va epgavicouv payoeidiuda kar Ba npéner va eCetdzovian ava €tos. H opOanpikn
eCéraon Ba npéner va yivetan péxpr ta nondid va praoouv otnv nilikia twv 12 €tV

Luotnpatkds epuBnpatwdns AUKos (ZEA)

H npooBofh twv o@Baduwv eivar ouxvh ka1 padiota pnopei va nponyeitar twwv
ouotnpaukwyv ekdnAwoewv. Emaokanpiuda, okdnpiuda, &npd kepatoemnepukiuda,
ayyeiiuda kan veupo-opOanpikés diatapaxés pnopei va eppaviotolv otous acbeveis pe ZEA.
AfnBns payoediuda dev eppavizetar. H ap@iBAnotposibondbdeia sivan apketd ouxvh Kai
ekbnidveta oto 7.5% twwv aoBevv pe 1kavonoinukd éfeyxo tns vooou tous. O
apgiBAnotpoeidikés aipoppayies ka1 o1 noAdandés BapBakopopges knnides eivar 1o
XOPAKTINPIOUKS EUpNpA NS VOOOU.

Avupwapoiimbik6 auvépopo

O1 oBanpikés ekdnimoels tou ouvdpopou eivar nodnés, andd n ano@pakukh
ayyeiondBeia tou apgiBAnotpoaidn ka1 o1 veupo-opOanpikés ekdnAmoels eiva
xpaktnpioukés. H andgpaén wwv ayysiov pnopei va agopd o€ onolodnnote okénos tou
ayyeiakoU Oiktiou tou ap@iBAnaotpoedn kan eppavizetan oto 8% péxpr 17% twv acbevav
He npwtonabés auvdpopo. O1 veupo-opBanpikés ekdnimaels ouvhBws ival napodikés kat
eupavizoviar ws B6Awon s d6pacns, dindwnia, anmieia onukoU nediou, pwrtoyies h
ninpn andneia 6pacns (amaurosis fugax)™.

Kokkiwpatwon Wegener

O¢Banpikn npoaBoin cupBaivel oto 43% twv nepintoswy pe Beukn Bioyia. H npoaBoin
wwv opBadpwv pnopei va nponyeital twv ouotnpatkwv ekdnAwoewv h va gival 10 Povo
onpeio tns vooou. H opBadpikn npooBonn ts vooou ouvhBws agopd otov kdyxo Kai tov
okAnpo. Encduvn npéntwon tou BoABoU kan okAnpiuda pe cuvodd kepatiuda pnopei va
obnyhoouv og wedwon. Payoeidiuda onaviws eppavizetar ka1 dev éxer 16aitepa
xapaktnpioukd. Mapaddfws n npooBodn twv ayysiwv tou au@iBAnotposidn eivan
eCapeukd ondvia, o€ avtiBeon pe v ayyeiuda tou onukoU veUpou™.

0zab6ns nofluaptnpiuda

H npooBoAn twv o@Baduwv givar ouxvh (10-20%) ka1 pnopei va agopd og dious tous
10t0Us. Ynéopaypa, vekpwukh okAnpiuda, nepipepikh eAkmdns kepatiuda, payosidiuda,
veupo-o@Banpikés datapaxés anotenolv ekdniwoels tns vooou. H niéov dpws ouxvh
o@Banpikn ekdnAwon eivar n ayysiiudba tou omabiou nppopiou. Xapakinpioukd
npoaBannovian o1 xop1oe1dikés aptnpies v o1 aptnpies tou apPiBAnatpoedn unopei va
npooBAnBoulv onavidtepa kar cuvodelouv payosidiuda™.
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Ynotpomdzouca nofuxovbpiuda

Mn a61kés o@Banpkés ekdniwaogs pnopei va anotedouv tnv npan ekdnnwaon s vooou,
evad ouvonikG eppavizovial oto 20% pe 30% twv acBevav!”. Luxvotepa ekdbnimvoviar
emnepukiuda, okAnpiuda ka emokAnpiuda, AMyotepo ouxvd npooBoAn twv ayyeiwv tou
ap@iBAnatpoedn kan onavidtepa 1pinda ka1 EnpopBadpia.

Ikiinp6deppa

Zuxvotepa npoaBaniovial ta BAépapa kar o1 nepikoyxikoi 10toi. Enpo@Banpia eivar ouxvih
ekdhAwon tns vooou. H pikpoayyeiondBeia sivan xapakinpioukn tns vogou. And ta
o@Badpuikd ayyeia npooBdddovial xapakinpioukd ta Xoplo€IdIkG ka1 Ox1 1
ap@iBAnatpoadika™®. AugiBanotposidbondbeia pe BapBakdpop@es kniibes, apoppayies,
ka1 okAnpd e§16pmpata dramotwvetan ota npoxwpnuéva otddia tns véaou kar pdAfov ivar
anoténeopa coBapns aptnpiakns unéptacns.

Myavtokuttapikn aptnpiuda

H véoos npooBdanne us peoaiou h peydiou peyéBous aptnpies. Anoténeapa tns andppagns
s o@Banpikhs aptnpias ka1 twv onioBiwv akuvoeldmv aptnpiv ivar n npdkAnon
npdabias 10xaipikns onukns veupondBeias ka1 onavidtepa andPpagns tns KeVIPiKAs
aptnpias tou apu@iBAnatposidh kal onioBias 1oxaipikhs onukonddeias™. Payosidiuda ivan
e€aipeuka ondvia ws ekdnAwan ts vooou Kal pévo ws anotéAeapa 1oxaipias tou npdadiou
npipopiou tou opBanpou.

LUvbpopo Sjogren

AdBeveis pe autoavuowpata évavu tou ouvdopou Sjogren A avuydévou (SS-A) pnopei va
ekbnimoouy, ektdés tns kAaoaikhs Enpo@Badpias ka1 apBAnatpoadikn ayyeriuda. Tumka
npooBdndovial ta apwnpidiia oty nepipépeia pe tefikd anotéeopa 1oxaiuia Kai
veoayysiwon otnv kepann tou onukou velpou kai tov au@iBinotpogidn™. Luvnbéotepa n
apwnpiodiuda epgavizetar otous acbeveis, nou ekdniwvouv acBévela opoidzouca pe
ouotnpatké epubnpatwdn Auko.

N6cos Abapavuadn-Behget

Itous acBeveis, nou napakonouBnoape ta tefeutaia 7 €in oto latpeio OAgypovadv kan
Avooonoyias O@Banpou, n véoos Adapavuddn-Behcet katanapBdver tnv npwin Béon
petal twv ouotnpauKWV voonudtwy, nou cuoxetizovial pe payoeidiuda. To 9% twv
aofevav pas epavizel us ninpeis ekdnAdaoels s vooou. H ouxvétnta eupdavions
o@Banpikhs npooBonns os aoBeveis pe vooo eivar nepi 10 90% otous avdpes ka1 70% ous
yuvaikes. O1 dvopes pdhota eaivetar va ekdnicdvouv Baputepns popehs o@Banpikn véoo.
Ze nooootd dvw tou 10% n o@Badpikn npooBoAn anotedei tnv npdwn ekdndwon tns
ouothpatkns vooou. H payoeidiuda sivan appotepdnieupn, ofeia, unotpomdazouoa. Kabe
npooBonh unoxwpsi autopata péoa o 2 pe 3 eBdopddes, dpws npokanei coBapés BAaBes,
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nou av n véoos napapsivel xwpis Bepaneia Ba odnyhoouv oe WeAwon péoa oe pa
nevtaetia. H ekdniwon pévo npdabias payoediudas dev eivar noAU ouxvh, n kAacoikn
1mbokukiiuda pe undnuo napatnpeital pévo oto 20% twv acbevav. Aidueon payoediuda
napatnpeital oto 15% kan onioBia n yevikeupévn payoerdiuda oto 65% twv acBevamv?,
An6é v dAdn nAsupd n vooos avayvwpizetar ws aiuo 010 5% twv npooBiwv
payoeditidbwy, oo 10% twv Oidpecwy kal 0t 26% twv onioBiwv Kal YEVIKEUMEVV.
Baoiké ap@iBAnotpogidikd ebpnpa tns vooou gival n ano@paktki, VEKPWUKA ayyeiiuda,
nou npooBdanner ocuvnBéotepa us @AéBes, adnd enions ko1 us aptnpies kar ta@
xopiotpixoe1dn. H ayyeiuda ouvnBws ouvodeletan anod éviovn eigypovwdn aviidpaon
oto uanogidés kar tov ap@iBinotpogidn. Ev toutols o€ kdnoies nepiNtmoels pnopei va
napatnpnBei pévo BpduBwaon kAddou tns kevipikns eAEBas tou au@iBAnotpoadn xwpis
ouvodo Pisypovh twv anAwy 10TwVY.

BIBAIOTPAOIA
1. Bloch-Michel E, Nussenblutt RB: International Uveitis eye. Arch Ophthalmol 1984;102:384-390
Study Group recommendations for the evaluation of ~ 12. Kanski ]]: Juvenile arthritis and uveitis. Surv
intraocular inflammatory diseases. Am ] Ophthalmol Ophthalmol 1990;31:253
1987;103:234 13. Stafford-Brady F, Urowitz MB, Gladman DD, et al:
2. Rodriguez A, Calogne M, Pedroza-Sres M, et al: Lupus retinopathy. Patterns, associations and
Referral patterns of uveitis in a tertiary eye care prognosis. Arthritis Rheum 1988;31:1105
center. Arch Ophthalmol 1996;114:593 14. Miserocchi E, Baltatzis S, Foster CS: Ocular features
3. McCannel CA, Holland GN, Helm CJ, et al: Causes of associated with anticardiolipin antibodies: a
uveitis in the general practice of ophthalmology. Am descriptive study. Am ] Ophthalmol 2001;131:451
] Ophthalmol 1996;121:35 15. Harman I, Margo C: Wegener's granulomatosis. Surv
4. Mapkopixeddkns NN, Xpuoopaddkou E, KapaBéna Ophthalmol 1998:42:458

M, kar ouv : OgBaflodoyikd Xpovikd 1998:8(35:43 15 Morgan C, Foster CS, D'Amico DJ, et al: Retinal
5. Brewerton DA, Caffrey M, Hart FD, et al: Ankylosing vasculitis in polyarteritis nodosa. Retina 1986;6:205

spondylitis and HLA-B27. Lancet 1973;1:904 17. Issak BL. Lies . i
. ) . , gang T), Michel C] Jr: Ocular and
6. Rodriguez A, Akova VA, Pedroza-Seres M, et al systemic findings in relapsing polychondritis.

Posterior segment ocular manifestations in patients Ophthalmology 1986:93:681

with HLA-B27-associated uveitis. Ophthalmology 18. Serup L, Serup ), Hagdrup H, et al: Funus fluorescein

1994,;101:1267 . X . .
7. Sainz de la M aza M, Jabbur NS, Foster CS: Severity of angiography in generalized scleroderma. Ophthalmic
Res 1987;19:303

scleritis ~ and  episcleritis.  Ophthalmology

1994:101:389 19. Fineman MS, Savino P], Federman ]L, et al: Branch
8 Lee DA Barker SM. Su WPD. et al: The clinical retinal artery occlusion as the initial sign of giant cell

diagnosis of Reiter's syndrome. Ophthalmology arteritis. Am ] Ophthalmol 1996;122:428

1986:93:350 20. Farmer S, Kinysua JL. Nelson ]JL, et al: Retinal
9. Lambert JR, Wright V: Eye inflammation in psoriatic vasculitis associated with autoantibodies to Sjogren'’s

arthritis. Ann Rheum Dis 1976;35:354 syndrome A antigen. Am ] Ophthalmol 1985;100:814
10. Lyons ], Rosenbaum J: Uveitis associated with 21. Zafirakis P, Foster Cs. Adamantiades-Behget's disease.

inflammatory bowel diseases. Arch Ophthalmol In: Foster CS, Vitale At, eds: Diagnosis and Treatment
1997;115:61 in Uveitis. Philadelphia, W.B.Saunders. 2002, pp.632

11. Avila M, Jalkh AE, Feldman E, et al: Manifestations of 22. Ehrlich GE: Vasculitis in Behcet's disease. Int Rev
Whipple's disease in the posterior segment of the Immunol 1997;14:81

44

ABnva, 27-30 NogpBpiou 2002 e MPAKTIKA XVII MANEAAHNIOY YYNEAPIOY PEYMATOAOITAL

NEW TREATMENTS FOR SYSTEMIC LUPUS
)4 ERYTHEMATOSUS

Michelle Petri, MD MPH

“ Professor of Medicine Department of Rheumatology
-l Johns Hopkins University School of Medicine

Morbidity/Mortality of SLE

In most countries, the ten year survival after the diagnosis of systemic lupus
erythematosus (SLE) has leveled off at 80%. In fact, the Center for Disease Controlin the
United States recently reported an increase in mortality. No new drug has been approved
for SLE in the last twenty-five years. The initial improvement in SLE survival, in part due
to supportive care for renal failure, renal transplant, and better antibiotics, has not
continued, largely due to the fact that over 50% of SLE patients have permanently
damaged one or more organ systems. In most countries, cardiovascular disease is the most
frequent cause of death.

Corticosteroid Toxicity

Corticosteroids contribute to cardiovascular disease by increasing the levels of traditional
cardiovascular risk factors, such as weight, blood pressure, lipids, and glucose. The SLE
patient at greatest risk for coronary artery disease is the one on daily prednisone for many
years; the patient who requires pulse methylprednisolone or high-dose daily prednisone
(for one or a few months) is not at greater risk. Traditional cardiovascular risk factors
however, only explain part of the risk of coronary artery disease in SLE, as elegantly shown
in the study of Esdaile et al.”

Tolerance

To completely avoid corticosteroids, it would be necessary to re-establish tolerance. La
Jolla Pharmaceuticals has developed L]JP 394, a B-cell toleragen that reduces anti-dsDNA
titers. A randomized clinical trial is underway to determine if it reduces renal flares. Inan
earlier, interrupted trial, patients on LJP 394 reported a better quality of life.

Immunomodulators
Immunomodulatory drugs that do not immunosuppress have a good long-term safety
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profile. The favorite immunomodulatory drug for SLE has been hydroxychloroquine. In
the Canadian randomized withdrawal study, hydroxychloroquine use reduced mild-
moderate flares”. In the Hopkins Lupus Cohort study, SLE patients who take
hydroxychloroquine are less likely to develop renal lupus or cognitive impairment.

Two recent multicenter trials in the United States have examined the potential of DHEA
(prasterone) in SLE. This mild male hormone has an immunomodulatory role on cytokines.
In the first DHEA trial, SLE women taking 200 mg daily were more likely to have their
prednisone successfully tapered to 7.5 mg daily or less®. In the second trial, SLE patients
in the DHEA arm were more likely than those taking placebo to remain stable/improved
over a one year follow-up. In a Taiwan study, SLE patients on DHEA had a longer time to
“flare", and a significantly improved patient visual analog scale. DHEA has also been
shown to lead to significant improvement in lumbar bone mineral density over one year.

New Immunosuppressives

Mycophenolate mofetil is a popular new immunosuppressive for both lupus nephritis and
cutaneous lupus. In a clinical trial, patients with diffuse proliferative glomerulonephritis
did as well on mycophenolate mofetil as the group on daily oral cyclophosphamide®. A
FDA-sponsored trial of mycophenolate mofetil versus monthly IV cyclophosphamides in
diffuse proliferative glomerulonephritis is underway.

Two trials of anti-CD40 ligand were done in the United States. One trial (IDEC) showed
no benefit. The other trial (BIOGEN) demonstrated efficacy in lupus nephritis, but was
terminated because of unexpected arterial thrombosis. Several studies of anti-CD20 are
underway; in one, human anti-chimeric antibodies were found.

Variations on Cyclophosphamide

A regimen that gives less cyclophosphamide, but more often (every two weeks) may be as
effective as monthly IV cyclophosphamide. Giving Lupron two weeks before IV
cyclophosphamide can help to protect ovarian function.

At Johns Hopkins Hospital we have found 30-40% durable complete responses with high-
dose immunoablative cyclophosphamide. Late relapses can occur, and autoantibodies
frequently persist, so this should not be considered a cure. The mechanism is not directly
due to the initial profound Immunosuppression. Slow, steady improvement over eighteen
months is the usual pattern.

Prevention of Cardiovascular Disease

Both ACE-inhibitors and statins are being studied to determine if they can prevent
atherosclerosis in SLE.
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ANTIPHOSPHOLIPID ANTIBODY SYNDROME:
*& THE HOPKINS LUPUS COBORT

Michelle Petri, MD MPH

" Professor of Medicine Department of Rheumatology
-l Johns Hopkins University School of Medicine

The Hopkins Lupus Cohort is a prospective longitudinal study, with over 1200 participants.
The cohort is balanced between Caucasians and African-Americans. It is now in its
eighteenth year. Patients are seen quarterly regardless of disease activity. As part of the
cohort protocol, a modified Russell viper venom time test (for the lupus anticoagulant)
and a polyclonal anticardiolipin assay are done at each visit. This dataset has allowed us
to address important issues regarding antiphospholipid antibodies in systemic lupus
erythematosus (SLE).

Epidemiology of Antiphospholipid Antibodies

Over a five year period, we found that about 50% of SLE patients will make at least one
antiphospholipid antibody (measured using two assays for the lupus anticoagulant and
the polyclonal anticardiolipin assay). Caucasians are more likely than African-Americans
to be positive for antiphospholipid antibodies. Over time, several factors were found that
modulate production of antiphospholipid antibodies. Antiphospholipid antibodies are
more frequent if there is disease activity or if prednisone is lowered. Patients taking
hydroxychloroquine are less likely to be antiphospholipid positive, and less likely to have
a future thrombosis.

Incidence of and Risk Factors for Thrombosis

The incidence of thrombosis in SLE is about 2.9 per 100 person-years. The risk of a venous
or arterial thrombosis in a patient with the lupus anticoagulant approaches 40% to 50%
over a 20 year period. The lupus anticoagulant, anticardiolipin and anti-b2 glycoprotein 1
are all predictive of later thrombosis, but anti-prothrombin is not. Anti-heat shock protein
is associated with antiphospholipid antibodies and with thrombosis.

Pregnancy Loss
The lupus anticoagulant or anti-cardiolipin status at the first visit of a pregnancy is highly
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predictive of a pregnancy loss. However, antiphospholipid antibodies were not found to
be predictive of pre-eclampsia or intrauterine growth retardation.

Atherosclerosis

Over 600 SLE patients have had a carotid duplex ultrasound. Traditional cardiovascular risk
factors are highly predictive of carotid plaque. However, neither the lupus anticoagulant
nor anticardiolipin are associated with plaque. Anti-OxLDL is not predictive of carotid
plague, but OxLDL is predictive. There is possibly indirect relationship: sICAM-1 is
predictive of carotid plaque. Patients with antiphospholipid antibodies have higher levels
of sICAM-1.

Conclusions

Antiphospholipid antibodies are frequent in SLE. Titers fluctuate over time. Both the
lupus anticoagulant and anti-cardiolipin predict future thrombosis, but their relationship
with atherosclerosis is more difficult to ascertain. Hydroxychloroquine use protects
against later thrombosis, likely because of a reduction in antiphospholipid antibodies.
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NMNEYMONIKH APTHPIAKH YMEPTAZH KAI YXTHMATIKA
*& AYTOANOZA NOZHMATA

M. I. BAaxoyiavvénounos
" Epyaothipio kai kAvikh MNaBoAoyikns Ouatodoyias,
Iatpikn Zxodn Mav. ABnvav.

Baoikés ninpogopies

Ti eivar n veupovikn Aptnpiakn Ynéptaon ([1AY)?

H Mveupovikh Aptnpiakn Ynéptaon givan pia npoodeutikn vooos, nou xapakinpizetar and
naBofoyikd uyniés méaeis aipatos ata aipoPoépa ayysia nou npounBelouv pe aipa tous
nveupoves. Or aoBeveis pe MAY opizovial kfvikd, ws ta AGTOpa PE PEON MVEUHOVIKN
aptnpiakn nieon >25 mmHg o€ npepia h pe >30 mmHg katd tnv doknon™, pe uatofoyikh
nieon evopnVWOoEws NVEUPOVIKAV tpixog1dav (MEMT)?. H MAY eival ondvia kan aBepdneutn
vO00s, Nou ouvhBws napapével adidyvwotn, péxpr va etdoel oe ooBapd otddio. KabBws n
vO00s ennpedzer Tous nvelpoves Kal kataotpégel tnv kapdid, o1 aoBeveis aduvatolv va
@EPOUV O€ NENPAS, aKOUN ka1 cuvnBn kaBnuepiva kabhkovia xwpis anpavukh avanveuoukn
buoxépera (buonvora), kakouxia kan aduvapia. Av napapeivel aBepdneutn, n MAY odnyei o€
npéwpo Bavato® ka1 ouvenws n npwiun di1dyvwon sival cnpavuka.

H unofoyioBeioa ethoia enintwon MAY egivan pa pe 6Uo nepINtOEs 10 XpOvo Kal tns
NVEUPOVIKNS aPTNPIKNS UNEPTACNS NOU OXetizetan pe okANpodeppa sivan 8 nepintwaels avd
ekatoppUpio dropa 1o xpovo™. Mepinou 100,000 dropa otnv Eupwnn kar ous HMA,
naoxouv ané MAY®.

Evd eivar onavia véoos, n npdBisyn yia tous aBepaneutous acbeveis eivar zopepn. H
anaAnukh yia T zwh auth vOoos Kupiws apopd VENPES yUVaikes Kal av napapeivel
aBepdneutn, nepinou 45%-60% twv acBevav Ba nebBdvouv péoa oe 2 xpévia and tn
&idyvawon.

H evboOndivn, pia veupooppévn nou cuvtibetan oto evboBnnio éxer evoxonoinBei otnv
avantweén MNAY, wa nou ta enineda evbobniivns BpéOnkav au§npéva oto aipa ka1 otous
1010Us acBevav pe MAY. H evbobnivn dpa péow 6Uo tinwv unodoxéwv, twv ET, & ET, kan
obnyei o€ olonaon Agiwv PUik@V vV, KaBWS Kal NAXUVON TV aYYEIOKMY TOIXWHATWY
(ivwon), kuttapiké nondandaciaopd, atEnon tou peyéBous twv Kuttdpwv (uneptpopia) kai
Kuttapikh avadopnon.
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H NAY ogeifetn og ouvduaoud eAattwpévns ayyelakhs pons péoa otous Nveupoves, AOYw
ouondosws TV Agiwv PUIKOV IVOV TV NVEUHOVIK®V ayyeionv ka1 anfaydv otn dopn twv
aipo@épwv ayyeiwv. Me 1o xpdvo, n de€id koifia s kapdids eivar avikavn va diatnphoel
€napkn aigaukn pon, xwpis ouvakéAoudn BAGBN ka1 o acBevis avantiooe kapdiakh
avendpkeia.

Katavodvras tous SapopeukoUs winous MY

To 1998, o Maykdéapros Opyaviapds Yyeias (MOY)* €6eoe unod tnv aiyida tou pia guvdvinon
abikwv yia v MY pe otéxo va dnpioupynbei éva dokipaopévo alotnpa opiopoU Ttwv
oa@épwv wnwv MY. H emtponh npdteve 6u n vocos npénel va tafivounBei ous
ako6fouBes névie katnyopies:

1. MNveupovikn Aptnpiakh Ynéptaon (MAY)
H nveupovikn aptnpia €ivar 1o peydno ayyeio nou peta@épel aipa and v kapdid otous
nveupoves, 1o onoio étal pnopei va o§uyovwBei. O1 nepiooodtepes aties MY npoaBdniouv
auth tnv aptnpia Kar tous ekatovtades pikpoUs kAdadous ayyeiwv nou e€oppwvial anod
auth. Auth n katnyopia nepiéxel d0o tunous MY:
Mowrtonabns lNveupovikn Ynéptaon (I11Y), nou pnopei va eupavioBei autdpata, xwpis
kappia eppavn artda. Mepikés @opés n véoos pnopei va eivar kAnpovopikh. Exel
unofoyioBei 6u touddxiotov 10 to1s ekatd twv nepintwoewv MNY eugavizoviar o€
oikoyéveies ornou touddxiotov éva anfo atopo éxel npoaBinbei.
lNveupovikn Aptnpiakn Ynéptaon, ouvosduevn pe ines aities nou Qaivetan va eival dpoia
e tnv MNY, affd otnv ouocia oxetizetan pe dnies arties, onws ékBean oe toives, N ws
anotéAeopa dAwv voowv. AuTés o1 atties punopei va ivan:

* Xphon @appdkwv yia diarta, 6nws gavgAoupapivn h deofupaivgioupapivn

* Xphon kokkaivns, peBap@etapivns, h dANwv vapkwtukov nou nwiolvial oto 6pbpo

* EkBean o¢ tofives twv po@av h tou nepiBaniovios

¢ Noipwén pe tov 16 tou AIDS

¢ Noonpata tou ouvdeukoU 10100, (dnws okAnpddeppa, ouotnpaukés epubnpatwdns

nUkos kan peupatogidns apOpiuda)
* Xpovia nnaukn vooos pe anoppagn ts nudaias pAéBas

2. Mveupovikn Ynéptaon nou cuvbésta pe vOOOUS TOU AVANVEUCTIKOU OUCTAPATOS
* Eypuonpa
¢ AcBuaukn Bpoyxiuda
* Anvoia tou unvou
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3. Mveupovikn Ynéptaon o@eiidpevn ae xpovia BpopBwukn h euBodikn vooo
* OpouBor aipatos ous NVEUPOVIKES aptnpies
¢ Mveupovikn pBonn (nou ogeifeta oe BpouBo, dyko h EEvo ompa atous NVeUOVES)
* Apenavokuttapikn avaipia

4. Nveugovikh Ynépraon nou o@eifetn oe vooous mou npooBanfouv an'euBeias ta
NVEUHOVIKG aipopdpa ayyeia
o Oieypovaddns n Ao1pddNs vooos, dnws n axiotoowpiaon (oeifetan o€ napdorto) h n
oapkoeidwan (pAeypovwdns vooos dyvwatns aruofoyias).
* NOOOS TV NVEULOVIKMV TPIXOEIdWVY

Mveupovikn OAeBikn Ynéptaon (MOY), nou ogeidetan og vdoous nou npooBdndouv to
apiotepd tpnpa ts kapdids, onws BAdBn tns pitpoeidols BanBidas h pa apiotepn koidia
s kapdids, nou éxer Quwxn Kivnukdtnta. Autd odnyei oe aufnpéves méoeis otnv
nveupovikn aptnpia, andd ondvia o Bapeid MAY.

EmBeBamcvovias i didyvwon
H NY ouxva dayiyvaoketar pe pia xpovikh kabuotépnaon, eneidn ta apxikd tns cUPNTOMATA
ouyxgovtai pe ekeiva noddwv andwv katactdoewv. Mepika ané ta NPWipa cUPNTOHATA s
NY nepinapBavouv:

o AioBnpa 6u bev pas apkei o aépas, koviavaoa

¢ AigBnpa kénwans, e§aviAnons, nou gival GUVEXES

* Zandada, 16iws 6tav aveBaivoupe okdnes h 6tav napapévoupe 6pbion

¢ AinoBupia —ouxva gival 10 cUPNTwpa Nou Gépvel Tov acBevh oto yiatpd

¢ Oibnpa aotpaydiwv Kar Kvnpwy

* BWwPaKIKOS NOVos, 16iws Katd th pualkn dpactnpidtnta

* Na va emBeBawooupe tn didyvwon tns MY kdvoupe pia oeipd and eCetdoeis nou

deixvouv néoo kadd dounetouv n kapdid kar o nvelpovas evos atopou. Autés
nepiapBavouv:

* Ynépnxous kapdids

* Hiektpokapdioypdenpa (HKT)

¢ KaBetnpiaopo 6e§iwov kapdiakdv koiothtwv (6e§16s kéAnos, 6e§1d koifia)

¢ Aokipaoia Badioews 6 Aentav

¢ EKtipnon s 1kavotntas va ektenei OUYKEKPIPEVES Epyacies tns KaBnuepivis zwns
Av autés o1 dokipaaies deifouv du éva atopo éxel opiouka MY, dAnes §etdoers npénel va
napayyenBoulv pe otoxo va avayvwpiobei n aitia kot autés nepinapBavouy:
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* Mia afovikh topoypagia Bcdpaka (CT scan) yia va anokieiobei nveupovikh euBoin h
Oykos nou ano@pPAdccel tnv NVEUPOVIKA aptnpia N nvEUMOVIKA vooos (N.X. NVEUHOVIKNA
ivwon h oapkogidbwan)

* MNveupovikés dokipaaies yia va anokAgioBei n anoppakukh véoos tou nvelpova

* Medéwn unvou yia va anokigioBei n dnvoia tou Unvou

* Epyaotnpiakés dokipaoies yia va anokAeioBei n nnatiuda, voonpata tou ouvdeukoU
10100, 10 AIDS f dAfa voohpata

» Otav ev Bpioketan kapyia véoos, 10te n didyvwon ivar auth s npwtonadbns
nveupovikns unéptaons (MNY).

Ta§vopnon katd WHO

Metd tn Hidyvwon, o1 acBeveis tagivopolvial cUPQwva pe 10 cUaTNPa TagIVOUNCEWS TS
Maykéowas Opyavwons Yyeias (World Health Organization - WHO) yia tn Baputnta tns
NAY (WHO-1V)

Tafn I AoBeveis xwpis oupntpata, kar yia tous onoious cuvnBiopévn QUOIKA
dpaotnpidtnta dev odnyei o€ kakouxia, aicbnua nadpwv, duonvoia, h otnBayxikd novo
Tagn II: AoBeveis nou eivan xwpis duopopia ae npepia, affd o1 onoiol éxouv oupntwpatal
pe fiyotepn and tn ouvnBn Quaoikn dpactnpidtnta.

TaEn I: AoBeveis nou eivan xwpis Guogopia oe npepia, aAfd nou éxouv oupntwpatal pe
eddxiotn Quaikh npoonddeia.

Ta€n IV: AoBeveis pe oupntpata os npepia.

Zupntopata-kiadid yia MAY eivar: kakouxia, zaAn kar npofinoBupikn (npoouykonukn)
katdotaon.

O1 adikoi xpnaiponoiolv v ta&ivopunon katd WHO yia va npoBiéyouv tn didpkeia
emBiwons evés acbevous pe MAY. Oco nepioodtepo n vooos Baivel adidyvwotn kar 600
ugnAdtepn eivar n ta€n Asitoupyikhs BapUtntas katd WHO, téoo BapUtepn eivar n
npdyvwon Tou appwaotou.

AdBeveis pe Aertoupyikn taén I kan TéEn III éxouv éva péoo eninedo emBimogws 3,5 xpdvia,
v aoBeveis pe Nertoupyikn tagn IV éxouv éva péoo eninebo emBichaews POVo €8 punvav.

H MAY ota ouotngauka autoavooa voohpata

MAY, avantUooetan deuteponabms ota cUGTNATKG autodvooa voohpata. O1 pnxaviopoi
avantugews s, dev eivar enapkws yvwaotoi. O pabnpaukés winos nou 6idel v nigon tns
nveupovikns aptnpias eival o akéAouBos

Mna = (Q X Aad) + Mne.
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Onou :

Mna= lMieon nveupov. aptnpias

Q = lMNveupovikh pon aipatos

Aabd = Avtiotaon oto ayysiakd 6€vipo tou NveUovos

Mng = Mieon nveupovik@v PeBwv

O avwtépw pabnpaukds twnos &ider tous adpous pnxaviopous avdntwéns MAY ota
ouotnpatkd autodvooa voonpata. Noonpata nou odnyouv oe unofaipia, eite Adyw
ano@PakuKAS ite Ndyw NEPIOPICTUKNAS VOOOU TOU NVEUROVOS 0dnyoUv o€ ayyEI60nacpo Kat
avgnon wns Aad. Noonpata nou xapaktnpizoviar and BpopBogidia, 6nws, n.x. 1
oUvdpopo avupwapotimdiwv, audvouv v Nne, péow eeBoano@pakukihs vOoou, eV
VOONpata Nou €uodWVOUV TNV iveon Kal NAXuvon Tou ayyeiakou TOIXWHATos 6nws M.x. 10
ouotnpaukd okAnpddeppa, au§avouv tv Aad kar odnyouv enions o€ auEnon tns Mna.
Mpéne va xaBei nepinou 10 70% tns ayyelakhs koftns Tou nveupova, yia va MPOKUYEl
MVEUPOVIKN unéptaon. Lta OuotnpATKA autodvood voohpata, n ayysiakn Koitn
enatcvetan pe tpeis pnxaviopous: a) OpouBwaon, B) eigypovh kai ivwan, y) ayyeidonacpos
e enakoAoubn unofia ka1 unepdiéyepon Agiwv puikav vav kal voBAaotwv pe tefikd
anoténeopa ndxuvon Kar iveon twv ayyeiwv. To gaivépevo autd tns unepniacias twv
evboOnmakwv kuttdpwv ka1 noAdandaciaopol twv Agiwv puikwv vav, Kadsitm
avadoépnon v aptnpiodiwv kol au€dvel kupiws tnv Aad. Eva olvodo pnvupdtwv
puBpizouv v avadounon: Aiéyepon tou evboBniiakoU kuttdpou kai ayyeiclonacn
npokanoUv o1 napayovtes: evbobndivn - 1 (ET-1), BpopBotavn A, oepotovivn, petatpentkd
évzupo tns ayyeiotacivns, evad n ET-1 ka1 o petatpenukds avantwéakdés napdywv B
(tramstorming growth factor -B- TGF-B) npodyouv enions tov noAdandaciaopé v Asiwv
HUTK@V VGV Nou eM@EPE ndxuvon Kan okANPUVON TOU ayyE1aKoU TOIXMUATOS K1 GUVENMDS
avgnon s Aad.™ ‘Exoupe bgifel 6u n BAGBN tou evbobniiou oto LIk. Mponyeitar tns
NVEUUOVIKAS KOl ungpTtacews annd kai tns IVWoews Tou NveUpovos.™

Embnpiofoyia

H MAY éxa avayvwpioBei ws pia and us ekdndmoes wwv véowv tou (pAcHatos tou
ouotnpatukoU okAnpodéppatos (LZk) tou ouotnpaukoU epubnpatwdous Aukou (ZEA) kan
tou ouvdpopou avupwopotimdinv (ZAD).

Inavidtepa ppavizetan otnv peupatosidh apOpiuda, npwronabés ouvdpopo Sjogren kai
otn deppatopuociuda.

Xt 2XK, n MAY ek@pdazetan ws PEYOVWHEVN ayyeIaKh vOOOS otnv HOPPH TOU NEPIOPIOUEVOU
I¥k (@ IIk) eva ekppazetan deuteponabms otnv nveupovikh ivwaon h otnv npoaBoin tns
kapdids, nou ekdbnAwvetal otnv pop@h tou daxutou LIk (6 LIk). (mv.1)
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H avayvmpion tns nveupovikns uneptdosws oto LIK, éxel avaykn uynAoU BaBuou unoyias
ka1 ouotnpaukns napakofdouBnons twv acBevav. H ph epapuoyn evéds  eviaiou
npwtokéiiou napakodoUBnons twwv acBeviv, éxel oav anotédeopa OlaPopés otnv
ouxvétnta ep@avioews MAY ous Oid@opes penétes. Mepovwpévn TAY @aivetan va
gupavizetan o€ nocootd nou noikindouv petagl 16% ka1 4% o€ aoBeveis pe Lrk.*"o,
Mapoépoia nocootd MAY avantiooovia petafu aoBevav pe LEA.5, Eival onpavukd, ous
penétes va e€nyouvian ta akéouba: a) enéyxovial neplodikd dnor o1 acBeveis, akdun ka
aoupntwpaukoi, h détav éxouv ocupnnwwpata; B) kaBetnpiaopds n Grabwpakikh
nxwkapdioypagia Doppler; y) noid €ivai ta dpia tns péons Mna, dvw wwv onoiwv Bewpeitar
Beukos o acbevhs; Na va éxe kaveis péon Mna 25mmHg Ba npénel va éxel ouotorikh Mna
nepinou 35-40mmHg. H e€éraon Doppler 6ider pévo péon Mna. Aev undpxouv 1dikoi
beiktes yia npoyvwon TAY. AoBeveis pe nepiopiopévo IZK Kol avuomuata Katd
kevipopepidiou (ACA), h aoBeveis e Lxk kar au§npéva enineda IgG, TaxUtnta kabizhoews
gpuBpav (TKE) kan ugnih cuxvétnta edkwv Bndwv daktinwy, éxouv au€npévn mBavotnta
avantugews nveupovikns uneptaoews. AcBeveis pe nIkk éxouv pepovwpévn MAY, evd
autoi pe 8.LZk éxouv MAY deuteponabn otnv ivwon. H MAY ouoxetizetal o€ 6ies us oeIpés
aoBevaov pe LIK, pe enattwpévn emBiwaon.

H MAY otov ZEA givan beuteponabns ae didpeon véoo tou nvedpova, BanBidikn vooo kan
nveupovikn ekBonn, 1&1aitepa atous acBeveis pe LAD, h givar anotéfeopa ayyeionabeias tns
nveupovikns aptnpias. O1 napdyovtes kivduvou yia avantuén MAY o€ aobeveis pe LEA/ZAQ
giva:: Oawvopevo  Raynaud, RF Oeukds, aufnpéva enineda evdbobndivns -1 kan
avupwo@imméikd avuowmpata, yia ta onoia Opws UNAPXOUV AVUKPOUOUEVQ
eménpionoyikd dedopéva. Eni BeBaiwpévns MAY undpxel 50% Bvntdtnta ota 5 xpdvia petd
tn didyvwon, otous acBeveis pe LEA.

©epaneia tns MNveupovikhs Aptnpiakns Ynéptaons

Mpwiun Gidyvwon kan kataAAnAn Bepaneia tns MAY pnopsi va BeAumoe onpavukd t zwn
wwv aoBevav kar va au§hogl tnv emBiwaon, ouvends npwtor otdxor tns Bepaneias tns MAY
givar va BeAuwooupe ta oupntdpata, YE 0tOX0 augnon tns 1KaveINTas aoKNOEWS TOU
aoBevous, odnywvtas ot Bedtiwon tns noidtntas zwns ka1 pia kandtepn ukaipia yia
emBiwon.

Oepansuukés emnoyés

H nopeia tns MAY xapaktnpizetan ané otaBepn emdeivwon kar efatiwpévn emBiwon éxouv
odnynoer o€ ouvexeis npoondadeies yia dnpioupyia anoteAeopaukwv Bepansimy, ev 10UTOTS,
nonnés and us onuepa SraBéoipes Bepancutikés emAoyés, eivar empeukd noAUnAokes,
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anaitouv nou atevh kal auvexn napakonoUBnon, unopei va punv gival anoteReopatkes yia
v nAgoyngia wwv acBevmv kar pnopei va avaoteifouv onpavukd v noidnta zwhs tou
appwotou. Na ekeivous tous acBeveis nou Oev anokpivovial ot kavéva OaBéoipo
(PUPHAKEUTKO pétpo, pnopei va ouotnBei oav éoxatn AUoN petapdoxeuon kapdids kai
nveupova.

O1 aUyxpoves pappakeutkés Oepaneies tns MAY nepiiapBavouy:

Avunnkukd
O1 aoBeveis pe MAY teivouv va avantiooouv pikpoUs BpdpBous otnv nveupovikh
kukio@opia kar ta avunnkukd, 6nws n cuappapivn, npodapBavouv tn dnploupyia autv
v OpopBuv.

Ayyeiobiaatantikn Bspaneia
O1 Bepaneies autou tou tnou emeépouv dielpuvon tou audol twv ayysiwv (kdvouv
ayyeiodiaotonn). Ta mo ouxvd xpnaolponoloUpeva Gappaka givar:™

Aviaywviotés 61audwv aoBeotiou (AAA)

O1 napdyovies autoi xpnoigonoioUvial va €AATIMOOOUV TO ONACMUO OUS MVEUMOVIKES
aptnpies. Av kar givar unoBonBnukd o€ pepikoUs aoBeveis, autd ta GApPUAKA €Xouv
anodexBei avanotensopaukd oty nacloyngia wwv acBevav pe MAY (uévo 15% twv
Bepaneuopévwv aoBeviv onpeidvouv Bedtiwon) ka1 oxetizovial pe napevépyeies, ONwWs
unétaon kar dinoBupia. Autd ta ¢dpuaka eivan avanotefeopaukd os acBeveis pe
okAnpodeppa kan MAY, enaidn autoi dev éxouv avudpacukdinta twv ayysiwv otnv
ayyeiodiaotonn,

EvoopnéBia npoatakukAivn

EvbognéBia éyxuon npootakukAivns (epoprostenol), éxel deixBei du oe aobeveis pe MAY,
Benudver tn Hidpkela aoknaews, v unokelgevikn aioBnon BeAtiwons kar tnv emBiwon.
Mapd ta nAgovekthpatd tns, n Bepaneia e€aptdal and éva ouvBeto oUotnpa xopnyhoews,
eneidbh n enonpootevonin eival euaicbnin otn Beppokpacia ka1 npénel va xopnyeitan
OUVEXWS Ka1 Xpoviws. Autd anartei euuteucn evos POvIoU KevipikoU @AeBikou kabetnpa,
xphon pias e§wiepikds tonoBetnpévns avidias eyxUoews, npooekukh eknaideuon tou
aoBevous tnv kabnpepivh xophynon tou gapudkou Kar eupuéatatn napakofouBnon anéd
ninpws eknadeupévo 1atpikd npoownkd. O1 acBeveis nou AapBavouv enonpoatevonn
oupnepiapBavovtal otous BapUtepa ndoxovies kal n Bepansia yevikas emeuidoostal yia
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ekeivous pe Aertoupyikn tagn IV katd WHO.

MoAudpiBpes emniokés éxouv ouoxeuaBei pe tnv npootakukdivn nou nepidapBdavouv
buokonies otn xophynon ka1 napesvépysies onws AoldEels twv kabethpwy, névor otn
alayéva, névos ato Bpaxiova, Sidppora kar e§ayers.™

Avtaywviatés unodoxéwv evbobndivns

H épeuva yia mo Borikés ka1 and tou atdpatos xopnyoUpeves Bepaneies ouvexizetal kan n
épeuva éxel avadeiter tous aviaywviotés twv unodoxéwv evbobndivns (AYE), ws évav
enmbo@opo véo twno Oepaneias yia acbeveis pe MAY. Or AYE avaotéddouv ta
kataotpoikG anoteféopata tns evdobndivns, deopelovias aviaywvioukd npos v
evboBnAivn tous unodoxeis tns. O povadikds autds UNXaviopos EMTPENEN aTous y1atpoUs va
Bepanelouv ta oupntmpata tns MAY ka1 enions va emBpaduvouv tnv npdodo tns vogou.?”
To TracleerR (bosentan) ivar évas 6inAds AYE kan n pévn ané tou otopatos eyKekpipévn
Bepaneia tns MAY. Eivar 6108éo1po ous HMA and 1o 2001 ka1 ano t6te éxel NavoapioBei otov
Kavadd kan otnv EABetia. Ev yphyopa npokertan va Aavoapiobei oe 6An tv Eupmnn, 10
Tracleer éxe1 AaBel pa apxikn Beukn yvapn yia éykpion €1066ou otnv ayopd, and tnv
emtponn yia ta Aikanpata latpikwv Mpoidviwy, ous 21 deBpouapiou 2002 kar avapévetan
va givan d1a8éo1po otnv Eupdnn ota péoa tou 2002, &

BIBAIOTPAOIA

1. Gaine SP, Rubin L]. Primary pulmonary hypertension. 9. Rich S et al. Primary pulmonary hypertension: a
Lancet 1998; 352: 719-725 national prospective study. Ann Intern Med 1978;

2. Rubin LJ. Primary pulmonary hypertension. N Engl ] 107:216-23
Med 1997; 336: 111-117 10. Rich S, Dantsker DR, Ayres SM, et al. Primary

3. D'Alonzo GE et al. Survival in patients with primary pulmonary hypertension: A national prospective
pulmonary hypertension. Results from a national study. Ann Intern Med 1987; 107: 216-23
progressive registry. Ann Intern Med 1991;15: 345-9 11. Magliano M. et al, Pulmonary hypertension in

4. Gaine SP, Rubin LJ. Primary pulmonary hypertension. Autoimmune Rheumatic Diseases, Arthritis & Rheum,
Lancet 1998; 352: 719-725 2002; 46: 1997-2002

5. Actelion Pharmaceuticals. Application for medicinal 12. Orfanos et al, Pulmonary Capillary endothelial
product destignation. In: Actelion Pharmaceuticals; dysfunction in early Systemic scleroses. Arthritis &
2000 Rheum, 2001; 44: 902-911

6. Zaret BL et al. Yale University School of Medicine  13. Yamane K et al, Clinical and laboratory features of
Heart Book. New York: Hearst Books, 1992. P.178 scleroderma patients with pulmonary hypertension,
7. Scleroderma is a rare, chronic autoimmune disease Rheumatology (Oxford) 2000; 39: 1269-71
which can affect any part of the body including skin, 14. Stupi AM et al, Pulmonary hypertension in the CREST
blood vessels, and internal organs syndrome variant of systemic sclerosis, Arthritis &
8. Lupus is a chronic autoimmune disease where the Rheum, 1986; 29: 515-24
immune systemfor unknown reasons, becomes 15. Vlachoyiannopoulos PG. et al, Systemic Scleroderma
hyperactive and attacks normal tissue in Greece: low mortality and strong linkage with

57



MPAKTIKA XVII MANEAAHNIOY XYNEAPIOY PEYMATOAOITAL o ABnhva, 27-30 NoguBpiou 2002

16.

17.

18.

58

HLA-DRB1*1104 allele. Ann Rheum Dis, 2000; 59:
359-367

Badui E. et al, Cardiovascular manifestations in
systemic lupus erythematosus: a prospective study of
100 patients, Angiology 1985; 36: 431-441

Li EK et al, Pulmonary hypertension in systemic lupus
erythematosus: clinical associations and survivalin 18
patients, ] Rheum 1999; 26: 1923-9

Ling-Te Pan T et al, Primary and secondary pulmonary

19.

20.

hypertension in systemic lupus erythematosus, Lupus
2000; 9: 338-42

Magliano M. et al, Pulmonary hypertension in
Autoimmune Rheumatic Diseases, Arthritis & Rheum,
2002; 46: 1997-2009

Chamick RN et al, Effects of the dual endothelin
receptor antagonist bosentan in patients with
pulmonary hypertension: a randomized placebo-
controlled study, Lancet 2001; 358:1119-1123

ABnva, 27-30 NogpBpiou 2002 e MPAKTIKA XVII MANEAAHNIOY XYNEAPIOY PEYMATOAOITAL

THE RATIONALE OF IL-1 RECEPTOR ANTAGONIST (IL-1Ra)
"% IN THE TREATMENT OF RHEUMATOID ARTHRITIS (RA)

I Jean-Michel Daye
Division of Immunology & Allergy, University Hospital, 1211 Geneva 14, Switzerland

Destruction of bone, cartilage and adjacent structures are the hallmarks of RA, they occur
progressively but sometimes rapidly, and ultimately lead to significant disability. The first
signs of joint disease appear in the synovial lining layer, with proliferation of synovial
fibroblasts and their attachment to the articular surface at the joint margin. Subsequently,
macrophages, T cells and other inflammatory cells are recruited into the joint. There is een
a possibility that some bone marrow-derived cells can migrate to the synovial tissue. The
proteolytic activity remains the principal noxious process and so far attempts at inhibiting
such processes at the clinical level have been unsuccessful. However, it has been observed
that IL-1 to a greater extent than TNF at similar molar concentrations, is the main cytokine
inducing the production of matrix metalloproteinases (MMPs) and aggrecanases. Both IL-
1 and TNF play a distinct part with regard to the principal manifestations of RA such as
inflammation, pain, tissue destruction and absence of tissue repair. TNF fulfills an
important function on endothelial cells through the entire organism including the central
nervous system, one of the consequences being increased vessel permeability, cellular
migration and expression of adhesion molecules. The surprisingly rapid effect of anti-TNF
therapy on the patient's condition may be explained in part by the effect on the CNS. With
regard to pain, both TNF and IL-1 may have similar effects in that they induce various
chemokines and kinines. In addition to the importance of IL-1 in its induction of MMPs,
this cytokine affords the marked inhibition of the neosynthesis of new collagen and
proteoglycan resulting in a lack of repair. This effect is less marked with TNF. It appears in
general that TNF is more important than IL-1 for the systemic manifestations while IL-1 is
more important at the local level as far as tissue destruction is concerned.

Many natural mechanisms interfere with the biologic activity of IL-1 (1) the natural
receptor antagonist (IL-1Ra) which competes with IL-1 for binding to type I IL-1 receptors,
binding of IL-1Ra does not allow the formation of a heterodimer with the other chain, the
accessory protein (IL-1RAcP); (2) the trapping of IL-1 to the type I IL-1 receptor ("decoy"
receptor), this receptor being unable to signal to the cell; (3) the inactivation of IL-1 by the
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type II soluble receptor; (4) possibly the inactivation by a soluble molecule similar to the
IL-1RACP; (5) possibly to the inactivation by blocking autoantibodies to IL-1a.

The role of IL-1 has been well documented in arthritis. The Intraarticular expression of
human IL-1 gene transfection into human synoviocytes and their transfer into rabbit knee
joint was accompanied by the production of endogenous rabbit IL-1 and TNF. This
produces many systemic and local characteristic features resembling RA. In IL-1B-deficient
arthritic SCW mice no cartilage destruction is observed. Deletion of the IL-1Ra gene leads
to the spontaneous development of chronic polyarthropathy in BALB/cA mice and IL-18
levels were 10-fold higher in the IL-1Ra-deficient animals than in controls. Of interest,
depending on their background, mice depleted of IL-1Ra can develop either arthritis or
vasculitis.

The clinical use of IL-1Ra (Kineret®) induces a marked decrease in the levels of T
lymphocytes (CD3) and monocyte-macrophages (CD68) in synovial biopsies of patients
after 48 weeks. Up to now, more than 4,000 patients have been treated with IL-1Ra. Some
major lessons can be learnt and will be discussed. In many patients a beneficial effect was
observed with regard to erosion assessed by Sharp scores. The HAQ was also improved
significantly.

When comparing (with all the caveats applying to studies that have not been performed
by the same investigators and same cohort of patients) patients treated in addition to MTX
with either Kineret®, Remicade® or Enbrel®, no vast differences were observed in
accordance with the ACR criteria. However, only studies comparing all three products at
the same time will definitely clarify the situation. No major adverse effects set in with
Kineret® so far, in particular no tuberculosis, pathogen reactivation, demyelination, sepsis
or double-stranded DNA antibodies were observed. Skin reactions at the site of injection,
never serious, were observed but seen to disappear after repeat injection. Development of
anti-Kineret antibodies was transient and not of clinical significance.

A strong synergism exists between IL-1 and TNF in many of their biological activities. The
simultaneous blockade of both cytokines in arthritic animal models has resulted in a
striking decrease in bone resorption and cartilage destruction. However, some
inflammation remained. Blocking either of the two cytokines resulted only in 50% of
inhibition of bone resorption and cartilage destruction. It therefore appears more rational
to combine the two inhibitors, although it may be wise to use lower doses to avoid side
effects and infection.

Other therapeutic approaches may be efficacious by using factors controlling the balance
between IL-1 and IL-1Ra. The control of IL-1 production depends on the activity of the IL-
1B-converting enzyme (ICE or caspase-1) which itself needs autoprocessing. Many other
cytokines decrease IL-1-production in the experimental system and include IL-4, IL-10,
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TGFB, GM-CSF. Cytokines which increase IL-1Ra are essentially IFN-B, IL-4, IL-10, TGF-B
and, interestingly, leptin which binds to receptors of the IL-6 family.

Since both IL-1 and TNF play an important part in the pathogenesis and since both are
produced by monocyte-macrophages, the stimuli responsible for their production need to
be fully identified. At present it is well established that in experimental systems
stimulated T lymphocytes are due to direct contact the principal pathway inducing
monocyte-macrophages to produce both IL-1 and TNF. Both IL-2 and IL-15 strongly
increase the biological effects of this cell-cell interaction. Cell-cell contact is independent
of cell-associated IL-1 and TNF. Focussing on the ligands and counterligands involved in
this process, we found this to apply, at least in part, to CD69, the B2-integrins (CD11b,
CD11c), and CD40-CD40L. More recently we discovered that a negative acute-phase
protein - (HDL) apolipoporotein A-I - was strongly inhibitory to this cell-cell interaction.
The inhibitory effect of (HDL) Apo-Al is due to its binding to the stimulated T lymphocyes,
and it thus appears to block preferentially IL-18 production, without affecting the
production of IL-1Ra. By decreasing the production of Apo A-I produced by hepatocytes,
IL-1 and TNF may favor more cell-cell interaction and thus maintain a vicious circle.
Hypothetically, the action of (HDL) Apo A-I - in that it spreads into the tissue during
inflammation - may constitute an attempt to block the deleterious cell-cell interaction.
This needs to be proven in animal models.

In conclusion, biologics including anti-IL-1 and anti-TNF are a major advance in the
treatment of RA and probably other chronic immuno-inflammatory diseases. Their
respective use has to be examined with caution, depending on the target and the stage
of the disease, IL-1 and TNF having distinct characteristics in terms of inflammation, pain,
tissue destruction and tissue repair. IL-1 appears to be more important for the two latter
manifestations.

In future, we have to emulate other disciplines such as Oncology and start to use biologics
bearing in mind the concept of induction, cyclic therapy and consolidation.
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ANTIPEYMATIKA ®APMAKA XTHN ETKYMOLYNH

Inupidwv N. Nikas, Ematnpovikés Zuvepydtns Psupatodoyikis KAwikns

II' Ané€avbpos A. Ap6oos, Kabnyntris MaBodoyias/Psupatodoyias
Peupatodoyikn Kivikn, Topéas MaBoAoyias, Iatpikn IxoAn Mavematnpiou Iwavvivwv

Mepidnyn

Ta autodvooa peupaukd voonpata sivan xpovia kal duaiata voonpata ka1 npooBanfouv
Kupiws yuvaikes tns péons kai tefeutaias nep16dou s avanapaywyikns nAikias. Aev gival
niyes o1 aoBeveis nou Ba BpeBouv katd tn Hidpkela tns vOOOU TOUS O KATAOTAON EYKULO-
ouvns, katd v onoia o kvikés Ba npénel va avupewwnios tpia kupia npoBnpata. Tnv
mBavh tepatoyéveon and ta pdppaka nou hdn AauBave n untépa, tnv mBavn emdeivwon
s vooou 1000 and tnv eykupgoouvn 6oo Kkar and tn diakonn twv Gapuakwv Kabws kai
npoBAnpata kupiws yia to veoyvo (anoBonn, veoyvikéds AUKOS) nou cuvodelouv Ty KUnon
aoBevav pe peupaukd voonpata. And ta GApUaka nou GNWPEPA XPNOIUoNoIoUvVIal atny
AVUUETOMON TWV aUTodvoowV PEUHATK®Y VOOhUAtwy, n acmpivn Kol td pn otepogidn
avu@Aeypovadn edppaka paivetan va givar apketd acpanh gappaka, Oa npéne dpws va
ano@eUyovtal katd 1o 1pito Tpipnvo ths kUnans, AGyw KIvOUVOU aIpoppayI®v ka1 IpWIKNS
oUykngions tou aptnpiakoU népou. Acpanh @aivetal va ival kat ta yAukoKopukoegidh, av
ka1 n xopAynoh tous katd thv KUnon cuvodeletal and oxeukda pikpd kivbuvo yia avantu-
&n Aukootopatos kabws kar and kabuotépnon evdopntpias avantuéns. H to§ikétnta wwv
avBenovoaiakmwv oto éuBpuo eivar doooeCaptipevn. H xophynan tous Katd thv eykuplo-
oUvn éxel ouoxeuoBei e opiopéva NePIoTATIKG K@Pwans, diavonukhs kaBuaotépnons, eva-
noBéoewv otov ap@iBinatposidh ka1 koxmo-mBoucaias ndpeons. Mapdia autd Bewpou-
vial ao@anh @dppaka. H xophynon xpuaoU dev ouviatdtan kat autd yiati dev undpxouv
enapkn dedopéva 6oov apopd tnv acPaneid tou. Exouv NAviws NeEPIypagei NePIoTATKA pE
Aukoaotopa ka1 H1aTapaxés Tou KevipikoU veupikou cuotnpatos (KNZ). H xophynon A-nevi-
kindapivns nions dev cuviotdtal Katd th KUNon, apou 10 PAPHAKO Eival TEPATOYOVO 1000
o€ nepapatézwa oo kar otov dvBpwno. Av kai ta dedopéva v givar noAnd, n A-nevi-
kinAapivn éxel evoxonoinBei yia tnv npokAnan diatapaxwv tou ouvdeukoU 10tou annd ka
anfwv avopatiov énws Aukodotopa, xafapd déppa, khnes, okedeukés duapoppies, uno-
niacukoi nveupoves kai diatapaxés KNX. H coudgpaoanazivn éxel evoxonoinBei yia tv
npékAnon kanoiwv duopopPIwy, ival Opws oxetukd acpanés pappako, av kai Ba npénel
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va &rakéntetar oto ©Aos tns kKUnons, agou ouvodeustal and auEnpévo kivduvo veoyvikou
1Ktépou. H kukAoonopivn-A givar éva enions oxeukd ao@anés ApHako Katd v eyKUpo-
olvn. Ixetizetm Kupiws pe kaBuatépnon cwpatkns avantugns kar nPOwpo TOKETY, EV n
mBavétnta npokAnans tepatoyéveans givar pikpn, agoU Povo peHovwuéVa NEPIoTaTIKG
éxouv nepiypagei. AvtiBeta, n suvtayoypagpnon tns azaBsionpivns katd v kinon Ba npé-
nel va yivetan pe nodu npogoxn kai pévo ekei mou 1o mBavd d@enos unepkepdzer 10 yvw-
ot6 kivbuvo. Av ka1 n mBavoétnta tepatoyéveons eival pikph, n azabeionpivn éxel evoxo-
noinBei yia npdkAnan npowpotntas kai evbountpias kabuatépnons tns avantuéns dnws
ka1 napodikns avoookatactons. Tnv idia npocoxn anatei ka1 n xopynon tou evepyou ths
petaBonitn, tns 6-pepkantonoupivns. To PApUAKo €ival TEPATOYOvVo 1600 OTa NEIPAPATO-
zwa 600 ka1 otov GvBpwno, v éxel ouoxeuoBei kan pe diatapaxés evbopntpias avantu-
&ns. H pebotpeamn, pazi pe tn Aspouvopiobn sival ta @pdppaka wwv onoiwv n xophynon
katd thv kunon avievdekvietan auatnpd. To npwro ivar uneuBuvo yia NPékANoN ekTpw-
ogwv, duapopPiwv onws Aukdatopa kar dioxidns pdxn kabws kar euBpuikol cuvdpduou.
H AepAouvopion éxel tepatoyodves 1616tntes. Idiaitepn npocoxn kai xopAynon pévo ous
anoAUtws anapaitntes kataotdoers xphzel n KukAoQwopapion, apou éxel ouoxeuobei e
npokAnon tepatoyéveons, kupiws katd 1o 1o tpipnvo, kabs kar Hiatapaxwv evbopntpias
avantwéns. To i610 10x0e kan yia tn xAwpapBoukidn, yia v onoia av ka1 dev undpxouv
ENaPKN otoixeia, éxouv nepiypagei duapop@ies oupoyevetkoU Kar okeAeTkes diatapaxés.
H xophynon evbo@néBias avoooopaipivns €ival oupBatn pe tv kinon, avtiBeta pe
Hukogaivoidtn, n onoia 6edopévou du éxel embeifer tepatoydves 1616TTES ota NEPAPATd-
zwa, Ba npénel va ano@esUyetal Katd tnv eykupoouvn, éotw Kal av ta dedopéva otov
avBpwno bev givar enapknh. Téos, doov apopd tn Biodoyikn Bepansia nou otpépetar katd
WV Kuttapokivay, 1 dedopéva atov avBpwno dev eivar enions noAAd, n eikdva Gpws nou
éxouv ws tpa emoei€er, 1600 ot penétes pe nepapatdzwa 600 Kar oty kabnpépa KAvikh
npdén, wa kabiotd ac@ann yia tnv KGnon edppaka.

Eicaywyh

Ta nepioodtepa peupatkd voonpata npooBaniouv kupiws yuvaikes. H enintwon tns peu-
Hatogibous apOpiudas (PA) sivar and 1 éws 4 popés peyanitepn ous yuvaikes an’ 6,1 otous
dvdpes. Lo ouotnpaukd epuBnpatwdn Auko (XEA), n avaioyia yuvaikwv / avbpdv ([/A)
givan nepinou 7:1, eva n iGia avanoyia oto oUvopopo Sjogren (SS) pBaver 1o 9:1. Ynepoxn
WV YUVaik@v napatnpeital kar ato okAnpodeppia (SSc), 6nou n avanoyia /A otn péon kan
tefeutaia nepiodo yovipdtntas eBAve to 7-9:1. Avtibeta 6¢ and tnv kowvn avtfnygn, ta
peupaukd voonpata dev npooBdandouv niikiwpévous anid yuvaikes s avanapaywyikns
kupiws nfikias. Kai av n kopugaia upn enintwons ts PA Bpioketa petafu wwv 40-60 v
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ka1 oto SS kar oto SSc petagu s 4ns kan 5ns dekaetias, atov LEA n véoos eupavizetan
Kupiws o€ yuvaikes niikias 15-40 etcv.

Eivar oagés Aoinév éu o peupatonoyos ouxva Ba xpeiaoBei va avupetwnios! yuvaikes pe
pEUMauKG voonpata, noinés and us onoies Ba Bpiokovial kGnola ouypn Kar o€ katdotaon
gykupoouvns. Aldwote, onpepa o1 yuvaikes tekvonololv Kal o€ peyanutepes naikies.

H eykupoouvn anotenei éva noAunAoko npdBanpa yia tov kviko 1atpd, debopévou du ta
PEUpaTKA voohpata ivan xpovia kar duaiata, yia thv avVUUEIMMION TwV onoiwv anaiteital
Hakpoxpovia Kal un diakontopevn xophynon Gapudakwv. Ta dppaka autd, otnv nepintw-
on s kuopopias, pnopei va anodeixBouv emkivouva yia 1o éuBpuo™. Inpavukd Aoindv
onpeio anotedei n emioyn tns katdAANANS avupeupaukns aywyns npokeiuévou va €€a-
opamabei o €neyxos tns vooou tns untépas annd kar n uyeia tou euBpuou (anopuyn tepa-
toyéveons). ©a npénel va toviobei 6u 1o €uBpuo eivar 1diaitepa euaioBnto katd tnv nepio-
60 tns opyavoyéveons, kupiws dSnAadn ané tn 2n-4n eBdopdda kUinons®.

Ané v andn nAeupd, n idia n eykupoolvn cuvodeletal and oppovikes anayés (nx atgn-
on Twv 010TPOYOVWY) Kat Katd ouvéneia and avooonoyikés anfayés. Av kai éxouv nepiypa-
@ei 1dpopes petaBonés dnws avEnon twv emnédwv 10U CUPNANPOMATOS Kal pEION Twv
kukio@opouviwv CD4+ T Aeppokuttdpwv, Ba npéner va éxe kavels unéyn tou O N €yKu-
Hoouvn pelwve ta enineda s wieppepdvns y (IFN-y) kan tou napdyovia véKpwons twv
oykwv a (TNF-a), kuttapokives dnAadn tns Th1 avoconoyikns aviibpaons® Autds ivan kan
o A6yos nou n eykupoouvn BeAudvel ouvhBws tv KAIVIKN €IKOVA PEPIKWV PEULATIKMV
voonpdtwy, 6nws oupBaivel otn PA, mBavs dpws emdeivvel tnv nopeia andwv, 6nws
tou ZEA, tou SSc, tns deppatopuoaciudas kar tns unotpomazoucas nofuxovopiudas®. H
avupetmon tétolwv eEApoEwV tns vOooU Katd tnv eykupooUvn anaitei iows t xophynon
mo emBeukns Bepaneias. Asv Oa npéner va §exvd kaveis, 6u ta idia ta peupaukd voonuata
ouvodetovtal and au€npévo kivbuvo yia tnv evdopntpia uyeia tou uBpuou. To avupw-
opwimbikd ouvopopo yia napdderyua oxetizetan pe au€npévn mbBavétnta anoBodwv kar
evbopntpias voonpotntas, evaw yuvaikes pe ZEA kan Beukd Ro(SSA) avuompata diatpéxouv
au§npévo kivbuvo wote ta naidid va ndoxouv and veoyvikd AUKo kar diatapaxés kapdia-
koU puBpou® Mpdkenan yia dUo xapakinpioukés emnAoKES tns ykupgooUvns nou o k-
ks 10Tp0s ivan unoxpewpévos va npondBel N kat va avUPEIwNioEl.

Eivan cagés 6u ta d1d@opa avupeupaukd edppaka oto niaioio tns Bepaneias wv autod-
VOOWV PEUMATIKGOV voonpdtwy, cuvodelovial and au§npévo kivbuvo yia 1o éuBpuo. Tétola
@dppaka, and tnv andh acmpivn Péxpr T avoootpononointkd Kai ta avoookataotantkd,
xpnoiponolouvial noAu ouxva kal noAnés Popés yia peyano xpovikd didotnpa os aoBeveis
YE autodvooa pEUpPATKA voohpata.

10 kepanaio nou akodouBei Ba avantu§oupe v to€ikdtnta, tous KIvoUVoOUs Kal TS nNpo-
oundgers nou npénel va AapBdve o kAvIKOS 10TPOS HE Th XPAON TWV AVUIPEULATKOV (ap-
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Hakwv katd t &idpkeia tns eykupoolvns. Etar otov nivaka 1 napouoidzoupe tnv tagivo-
pnon ka1 us ene§nyhoeis tou EBvikou Opyaviopou Qapudkwv kar Tpogipwv (FDA) twv
Hvwpévwv Monreiwv s Apepikns (HMA), eva otous nivakes 2a, 28, 2y, 26 ka1 otov niva-
ka 3 ava@épovtal cuvonukd ta GAppaka, n 10§kOTNTd Tous Kat o1 avemBUNTES EVEPYEIES.

Acmpivn ka1 pn otepogidbn avupieyovdn papuaka

H aompivn 6ev xpnoiponoieitan 161aitepa ta tefeutaia Xpovia ota peUpATKG voohpata.
Nadaoétepa xpnoigonoidtav os uyniés 66aoels kupiws otn PA. Or ugniés 6aels aompivns
éxouv beiter 6u éxouv tepatoydvo dpdon o nepapatdzwa®. rrous avBpwnous, n xophyn-
on ugniwv 6daswv aompivns, av kai éxel ouoxeuobei pe opiopéva neprotatkd euBpuakmv
duopopPicv, oupQwva pe pia peyann pedétn napakonouBnons 5128 kunoewv, dev ai-
vetal va npokanei augnon twv NeEPIoTATKWY tepatoyéveons

Mivakas 1. Ta§ivounon avupeupatkmv Papudkwv cUpewva
pe t BaBpondynon tou FDA

A: EleyxOpeves penétes bev €bai€av kanoio kivbuvo
Ikavonoinuko6s apiBuos kand eleyxopevav peetwy oe éykues dev €6ei€av kanolo
kivbuvo yia to éuBpuo
B: Aev undpxouv atoixeia yia kivbuvo atous avBpmnous
a) euphpata og zoa édeifav kivbuvo, and oe avBpmwnous 6xi, h
B) éotw ka1 av bev undpxouv enapkeis penétes oe avBpwnous, eupnpata and zwa
givar apvnuka
C: O kivbuvos dev pnopei va anokieioBei
a) Menéres oe avBpwnous dev undpxouv kai
B) penétes oe nepapatdzwa eite > sivar Beukés yia kivbuvo oto uBpuo eite
> anouaidzouv
y) mBavd naviws opénn pnopei va dikatofoyolv t xphon
D: ©¢ukés evbeifas yia kivbuvo
a) epeuvnukd dedopéva kar post-marketing avagopés napouaidzouv kivbuvo yia 1
éuBpuo
B) mBavd ndviws o@énn givan Suvatd va unepkepdoouv tov Kivbuvo
X: Avtevbeikvuetal otnv ykupoolvn
Menétes o€ ziwa h avBpmnous / epeuvnukd dedopéva kan post-marketing avapopés
napouaidzouv caph kivouvo yia to éuBpuo, ave§dptnta and kGBe 6penos yia tnv
aoBevn
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Mikpés déogis aompivns (naibikn acmpivn, 60-80 mg), av ka1 Bewpnukd cuvodelovial
g and kivbuvo yia evbokpaviakh aipoppayia, xpnaigonoioUvial yia tnv npdAnyn emnAokwv
S8 | . - O s KUnons oto avupwopoMmdikd oluvopopo, Xxwpis kKau t€tolo va ouvodeustal kal and
euBpuikés duapoppies®. Mpoooxh xpeidzetar yiat ta catikufikd avacténdouv thv oUvOe-
= =g%8 on npootayiadivev, Ye cuvéngia mOavh napdtacn ts KUNons kai s 1ApKeIas Tou Toke-
= = = (=] ’ , )i ’ ; , ’ ;
= 3 3 3 B€33 S 00, anid kar ennpedzouv tn Agitoupyia twv aiponstaicnv Npokanwvias €101 a1uoppayies
> 8 ~ o o g >3 2 . , . B} , , , ,
3 % 3 g: g %‘ g Eg3tTE 1000 0tn pntépa 6oo kal oto veoyve®. MBavws ta pn aketuiwpéva camkufikd va eivan
o ] o o S aae w , ; ; . . . . ,
=1 s | £ 38 3% EEBE3Z mo goqnaﬂn, FOUﬂOXIOFOV oto Bépa tns aioppayias. Zu,thotcn enions n &1akonn s xoph-
= ynons tous pia eBdopada npiv tov avapevopevo toketd. H aocmpivn avikel otnv katnyopia
= C xan D (y1a 10 30 tpiunvo) tou FDA. H aomipivn ekkpivetal o€ pikpés noodtntes oto pntpi-
E < k6 yana. Mdvo éva nepiotauko togikétntas éxel ava@epBei, y1' autd kal n xophynon aoni-
= ’ , , ,
S:|lu.|s = ZD% 3 3 pivns dev avtevdeikvutal katd 1o OnAaoud M.
d & w = , ., p , , ; ,
%E’ §E; 2 gl,% § 8 § 8 Ta pn otepogidh avu@ieypovadn eappaka (MEA®) anoteolv KUPIO PEPOS TNS AVUILETWD-
= § > 15 S 28 23 MIoNS TV PEUPATK®Y voonpdtwv. To nepioadtepo kand pefetnpévo pappako gival n voo-
i~ w 33 33 ; ;. ; , . .
3z =6 & N2 T ; © peBakivn, n onoia éx&1 xpnoiponoinBei ka1 ws tokoAutké. Ta anotedéopata NAVIWS TV
2 ’ s Ve ’ 7 7 rs re
B oo S g 2 5 pedetwv og nepapatdzwa noikidouv, agou pepikd MIA® 6nws n 1Bounpogaivn eival
O o3| B8. S 5 P o . . ; . .
To| g8 53 aopann, eva dAda, dnws n vdopebakivn, éxouv tepatoydves 116TNTES.
> R (=3 = , , ’ ; s
‘g’. 3 FE 38 Ztov avBpwno, ta MZA® av ka1 Higpxovial 10 nlakouvta, Sev Qpaivetan va oxetizovial pe
5 %L au€npévo kivbuvo euBpuikwv duopop@iwv. Mpocoxn dpws anarteital katd t 30 tpiunvo
§ g s Kunans 6nou ta MZA® oxetizovial pe tnv npdwpn oUykAgIon Tou aptnpiakol ndpou,
g (= 3 E 3 5 y1" auté ka1 Ba npénel va anopeUyovian " 'Exouv enions avapepBei nepiotaukd veoyvamv pe
>6| 28|53 55 3o S o diatapaxés nveupovikns duonetoupyias Ka1 GUYKEKPIUEVA NVEULOVIKAS unéptacns Onws
Q = oW o = S = o = o =
“w s g <] 5 3 S 3 g 3 g 3 7 6 3 7 A , , B D 3 7
sl 83 3 3 3 3 ka1 napdtacn tns &idpkeias kunons. Avakouv otnv katnyopia B ka1 D (y1a to 30 tpipnvo)
ne| 2B |38 38 385 38s ou FDA
& :
2o > > = § > = § , , . , ’ .
S 3 338¢e 33°¢C IXeukd pe tous 161kous avaotoneis ths kukAoofuyevdons 2 (COX-2), o kivbuvos tepatoyé-
N 2 3o 3o =2 3o =2
€ 8 g g8 E28 €88 veons givar dyvwotos, Opws ta gpdppaka autd 6a npénel va anopelyovia os aobeveis pe
= w w 7 7 ’ ’ 7 ’ ’ ’
3 3 3 § 3 § s B § = npoBAnpata yovipétntas, apou motevetal 6u unodizouv tn Hiadikaoia tns euPuteuons.
> Ta MZAO, av ka1 kkpivovial o€ PIKPES NOOOTNTES aT0 UNTPIKG yana, ivan kand avektd kan
(9]
9 w B bev avtevdeikvuvtar.
= g (g g & 2g8% g [fukokopukoeidh
g |8 g8 &5 S 8% BS , , , ] ] .
& |2 3g 3¢ g3 g 2 Mpoketan yia GAPHAKA ANAPAINTA OV AVUUEIMMON PEUMATIKMV VOONUATWY, y1d TN
s § XpAon Twv 0noiwv otnv eykupgooUvn undpxel nAéov apketh kvikh euneipia. Xpnaolpgonor-
= = 5 S oUVTal KUPiws ta Péons Ka1 NAPATETAPEVNS EVEPYEIAS KOPTIKOOTEPOEION.
=1 2 p , ) p p , p )
=] € g g " I Ta napatetapévns evépyeias (n d1dkpion agopd to Babud katactodns tou a§ova unoba-
|2 E & = S napos-unoguon-emveppidia), onws n de€apebazdovn kar n BntapeBazdvn, sivan pBopiopé-
S
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va, y1" autd kai petaBonizoviar eAdxiota otov nAakoUvta Kot PTdvouy €101 o€ peydnes oxe-
KA ouykevipwoels ato éuBpuo. Autds eivar ka1 0 Adyos Nou xpnaolonolouvial oty avu-
petwmon h kot npdAnyn euBpuikav diatapaxwv, 6nws n avwpIpdtnta otov Nveupova, h
ouyyevhs kapdiakds anokieiopos. Avtibeta, ta péons evépyeias kopukootepogidn (npedvi-
zévn, npedvizondvn, pebunnpedvizondvn) aveupiokovial oto Pntpikd opod os enineda 8-10
@opés peyanUtepa and autd tou op@diou Awpou (anevevepyonolovtal otov nAakouvia
ané v 11-B-udpofuyevdon), 1" autd kar xpnolponoloUvial cuvABws oty aVUUEIONIoN
oatapaxwv s pntépast™?,

Meipapatdzwa nou katd tnv evbountpia zwh tous o1 PUntépes eixav extebei oe atepoeidn,
napouciacav Aukdotopa. Ztov avBpwno éxouv avaepBei nepiotaukd pe Aukdotopa, h
evbopntpia kaBuotépnon avantuéns énws kar dida pe diavonukh kaBuotépnon n akoun
pe Bavatn@oépo unondacia emve@pidiwv ™. Av kar opiopéves eneyxopeves penétes oo o€
aoBeveis pe Gobua 600 kan pe avupwopwihmdikd olvdpopo anétuxav va deiouv augn-
pévn enintwon ouyyevav duopop@icv os nandid twv onoiwv o1 untépes éaBav otepogidhn
katd thv eykupoouvn, pia petd-avauon 20.000 yevvhoewv napouacidzel au§npévo oxeuko
kivbuvo yia tnv avdntén Aukootopatos. fevikd Opws, ta Kopukoatepoeldh dev givan tepa-
toyova. Kivbuvos undpxel kai yia th puntépa nou extibetal o€ atepogIdh Katd tnv yKUpo-
olvn ka1 agopd emniokés dnws n npoekiapyia, n unéptacn tns KUNONS, N NPWIUN phn
ToU Upéva Kar o oakxapwdns diaBntns. Eykupovouoes nou Bpiokovial und koptuKoatEPO-
e161kn Bepaneia ka1 napouaidzouv npoBAnpata atov Toketod (kabuatépnan, emnAokés, Kai-
oapikn), npéner va avupetwmoBoulv pe v iv xophynon vatpiouxou udpokopuzoévns (100
mg ava 8 wpes), ev ta veoyévvnta npénel va napakonouBnBoulv yia mBavh avendpkeia
emveppidiwv. Avhkouv atnv katnyopia B (uéons dpdons) kar C (pakpds dpdons) tou FDA.
H xophynon twv yAukokopukoeidwv ivar oupBath pe 1o BnAacpod, agou pévo 1 10% tns
OUYKEVTPWONS OTO Qipa TV oTePoEIdV pPéans evépyeias ekkpivetan ato untpikd yana. Mpo-
ooxn anateitan og acbeveis nou AauBdvouv ddaels peyanUtepes twv 20 mg npedvizévns.
Lnv nepintwon auth ouviotdtal 0 BnAaopds va yivetar 4 WPEs PETA th XopAynon Twv OTe-
poeIdV™.

AvBefovooiakd

H udpouxiwpokivn ka1 n xAdwpokivn xpnoiyonololvial upUtata GINV AVUHEIDMON PEU-
HaTkaV voonpdtwy, 6nws o LEA, n PA kai 1o SS. MoAnd and ta dedopéva nou apopoulv tn
X0PAYNON WV GAPUAKWY QUTAOV OTNV EYKUPOOUVN MPOEPXOVIAl and XMPES NMou evonyei n
efovoaia ka1 guvtayoypagouvial kel Kupiws ws npopunagn.

Menétes o€ nepapatdzwa éxouv deifel nws ta avBenovooiakd SiEpxovian tov niakolvia
ka1 npokafoUv tofikh BAAGBN ato xopiogidh kar apPiBAnatpoeidn, kabws ko Hatapaxés
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avanwéns h okeneukés avopanies. Mapduoia ivar ta euphpata kar gtov avBpwno, 6nou
1a enineda oto €uBpuo paivetal va @ravouv 10 50% twv pntpikmv emnédwv. H togikétnta
Opws oto éuBpuo eivar bocoeaptpevn. Ta Qdppaka autd yia napddsiypa, eivar anonu-
ws aoann étav xopnyouvial Katd tnv eykupgoouvn o€ 6daels xnueronpo@Uans yia v
enovooia (300 mg eBdopadiaia). H xopAynon tous dpws oto NAaiolo tns avupeupatkns
Bepaneias anarei npepnaoies dooers twv 200-400 mg, pe s onoies éxouv avagepBei nepr-
otaukd pe ouyyeveis avwpanies 6nws KOPwon, peNaxpwotkés evanobéoes atov augr-
BAnatpoeidn, koxnio-mBoucaia ndpeon, Hioxidns pdxn, anoBofés km diavonukh kabu-
otépnon™ Ano tnv aAdn nisupd, undpxouv penétes napakonouBnaons eykUwv peupato-
naBwv acBevv nou dev Siékoyav tn Anyn avBenovoaiakwv. Ta gpdppaka autd @aivetar
va pnv oxetizovial pe tepatoyevéoels h opBarpikés ka1 akouotkes diatapaxés'>*®. H mBa-
vh pdhiota xophynoh tous Katd tn Kuo@opia eVIOXUETaN akOUN NEPIOOOTENPO PETE TS EUEP-
yeukés 6pdoeis nou aivetan va €xouv og NEIPApaTtdzwa pe avupwo@onimdikd ouvépopo.
Ta avBefovoaoiakd avihkouv otnv katnyopia C, cuppwva pe v taivopunon tou FDA. Ba
nEENE NAvVIws va €xel Kaveis undyn Tou Nws 0 XpOVOS NUIZWNS TwV PAPHAKWV autwv givan
ueydnos, onoéte n diakonh tous npiv tn aUAANYn dev anpaivel unoxpewukd kar avaotonh
s €kBeons tou epBpuou o€ autd. Ie aoBeveis pe LEA, wwv onoiwv n véoos Bpioketal oe
Upeon pe avBenovoaiakd, ouviotdtan n nAnpns evnpépwaon yia tous mBavous KivdUvous
ka1 n ouvéxion tns xopnynon tous. AvtiBeta, o aoBeveis pe PA, twv onoiwv n véoos mba-
Vs Ba u@eDei katd v eykupoolvn, cuviatdtal n 1akonn Twv GAPUAKWY auTwV.
Axoyvwpia undpxel oxeukd kai pe t xophynon v avBedovooiakmv katd 1o Bndacpd. Av
Ka1 YEVIKG ta pappaka autd Bewpolvial acpann ato BnAaoud, 1o yeyovés du ota peupa-
UKA voonpata xpnaiyonololvial uyniés déaeis, 0dhynoe 1o Apepikavikd Konéyo Peupa-
tofoyias atn yvapn 6t Npokeital yia eAppaka «un oupBatd» pe 1o OnAaopo™.

Aflata xpuooU

Mpokertar yia edppaka nou kupiws xouv xpnaigonoinBei atn PA kan ot ywpiaoikh apBpi-
uba (WA). Menétes og neipapatdzma €6e1€av nws n xophynon coupapivns kar Beiopatikou
xpuooU ouvodeletar and diatapaxés otn Bpéyn tou AekiBikoU odkou kar Katd ouvénela
ané au€npévo kivouvo ouyyevav SUSHOPPICV.

Ztov GvBpwno o xpuads diépxetan tov nAakouvta. Av kai éxel ava@epOsi éva nepiotatké
euBpuikns tofikotntas [Aukdotopa kar Siatapaxés kevipikoU veupikou cuothpatos (KNZ)],
pia oeipd napakoiouBnons 128 nadiwv twv onoiwv o1 pntépes Adyw Gobuatos éRaBav
XpPUOO Katd tnv eykupooUvn anétuxe va dei€el au€npévo kivbuvo tepatoyéveons™. Ta pdp-
Haka autd éxouv peydno xpdvo nyiogias zwhs, dpa n diakonn tns xopAynon tous nNpiv v
gykupoouvn dev anotpénel tnv ékBean tou euBpUou. Mapdia autd kar Gedopévou tns
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énNNEYns ENapK@v OTOIXEiwV, ouviotdtal n anopuyn ts Xopnynans XpuaouU Katd TV eyKu-
poouvn. Avakel otnv katnyopia C tou FDA.

Av ka1 ekkpivetan og avixveloipa enineda oto pntpiké yana (20% twv puntpikwv emnédwv)
oupnepilapBavetar ota «oupBata» pe 0 BnAaopd eapuaka™. Exouv ndviws avagepBei
nepiotaukd pe e€avBnpa, nnatiuda kai aipatodoyikés diatapaxés.

A-Nevikinayivn

‘Exe1 xpnatponoinBei kupiws atn PA adid kar oto SSc. Menétes oe nepapatdzwa éxouv dei-
Ee1 tepatoydves Opdaoes, n ouxvétnta twv onoiwv pelwdnke 6tav ouyxopnynBnke otn diar-
ta 0ibnpos™®. Ooov apopd tov dvBpwno, ta dedopéva eivar nepropiopéva. Av kar undpxouv
ava@opEs OXETKA JE Thv ao@dneia tns nevikilAapivns otnv eyKupoouvn (ous NEPIOOOTEPES
kunoeis n ékBaon ivan puatofoyikn), éxouv avapepBei ko nepiotaukd npdkAnons diata-
PaXWV Tou ouvdeukoU 10100 annd kar aldwv avwpafov 6nws Aukdotopa, xadapd déppa,
knies, okeneukés duopopies, unonfaoukoi nvelpoves, diatapaxés KNX™. Avhke otnv
katnyopia D, katd tnv katdtagn tou FDA ka1 n guvtayoypdenan tns Katd thv eykupgooUvn
Ba npénel va anogeuyetan.

Ltoixeia nou va agopoUv tnv ékkpion tns nevikinayivns oto yana tou OnAaopol dev
undpxouv, y1' autd kar n xophynon tns ous Bnidzouaes pntépes Ba npéner nions va ano-
@euyetal.

Xoungacanazivn

‘Exe eupUtata xpnaoiponoinBei otnv avupetwmon s PA, tns WA anid kar otnv aykuionor-
nukn onovoudiuda. Téoo n counpacanazivn dco ka1 o1 petaBodites auths, n counpanu-
pidivn ka1 1o 5-apivo-cakidukd o€U, Hiépxovian apéows tov niakouvia. Ie novtkia n
ooun@acanazivn givan tepatoyovos.

Ztov avBpwno, av kai éxouv avapepBei nepiotaukd duopop@iwv dnws Aaywxeinos, AUKS-
otopa, udpoképanos, pakpoképanos, effeiypata koidiakou Gla@pdyuatos ka1 otévwon
aoptns, penétes pe peydno apiBud untépwv pe pgypovmdes voonpa tou eviépou nou éna-
Bav katd v eykupoolvn coufgacadazivn, anéwxav va deifouv kdnoia au€npévn eni-
nwon ouyyevav avwpaiiamv® !, Ie kdBe ndviws nepintwaon, n guviayoypdenaon twv Gap-
MKWV UtV otnv eykupoouvn, Ba npénel va ouvodelstan and napdindn xophynon
@unikoU oféws oe ddoers peyanUtepes autmv nou cuvhBws xpnaiyonolouvial, agou n
oounacanazivn epniéketar otnv anopoenaon tou Guiikou and 1o NeNuKo.

H oounpacanazivn npokanei ofiyooneppia kar ennpedzel tnv KIvnUKOTNTA TOU GNEPUATOS.
O1 bpdoers autés avaotpépovan 3 phves petd tn diakonn tou papudkou™. Le dvdpes Aoi-
név nou AauBdavouv couAgacanazivn cuvictdtal n diakonn U Gappakou 3 PAves npiv
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v ouAdnyn. Na us yuvaikes nou xpeidzetan va Bpiokovial und aywyn Katd tv eyKupo-
olvn, n goui@acanazivn @aivetan va ival éva oxeukd acpanés pappako, av kai o kivou-
vos yia avdntuén veoyvikoU iktepou emBdande i Siakonn tou appdkou oto €Aos s
kUnons®.. Avhkel otnv katnyopia B ka1 D (ato ténos ts kunans) tou FDA.

H ooun@acanazivn ekkpivetal o€ PIKPES NOGATNTES GTO PNTPIKO yarna Kot o€ pIKPES enions
NoodINTES aVEUPIOKETaN aTov 0pd TV avTioToXwv veoyvwv nou BnAdzouv. H avagopd
Opws evos nepiataukoU pe aipatnpn Sidppoia 0dnynoe tn Mabiatpikh Akadnpia tns Apepi-
khs otn oUotacn yia xopAynon pe 161aitepn Npocoxn.

Kukdoonopivn-A

Mpokertan yia kukiké ofyonentidio. Emotpatelbnke petalu twv avoookatactanukov nou
Xpnaigonoiouvial ous YETAPOOXEUOEIS OpyavwV Kal xopnyeital ohpepa Kupiws otn PA, otn
WA, adid kon oe dida autodvooa voonpata (puoociuda). Mefétes oe novtikia pe
padio-onpaopévn kukioanopivn-A (CsA) €daiav nws 1o pdppako autd dev diépxetan tov
niakoUvta. Xrov avBpwno opws, n petpnon CsA otov oppdanio Awpo kar tov nakouvia 2
eykUwv nou AduBavav CsA édeike uynad enineda (24).

IXEUKA PE US ouyyeveis avwpanies, ta anotenéopata PeEtvV oe novtikia gival avupaukd.
Le pia penén, n xophynon uyniwv déoewv (20 mg/kg/npépa yia didotnpa 20 npepwv anéd
tn ouAinyn) cuvodeltnke and au§npévn euBpuikn Bvnoipdtnta Kabws ka1 and VeEPPIKES
oatapaxés (BAaBn veppikav owAnvapiwv)®. Addes ndm penétes, os Bepansuukés dooers,
bev €baiav Hratapaxés opyavoyéveons.

Ltov GvBpwno, ta nepioadtepa dedopéva npoépxovial and hpata petapgooxeloewy. Ta
anotenéopata pias penétns napakofotBnaons 154 eykuwv und aywyn pe CsA, ouykpibnkav
He ta anotenéopata eykUwv nou Bpiokdtav und aywyh pe azabeionpivn (AZA), e n xwpis
otepogidn. Linv opdda tns CsA unhpxe au§npévos kivbuvos yia npowpdnta kar xapnio
Bdpos yévvnans, evw emniokés, dnws oUvOPOLO avanveuatkns SUOXEPEINS KUPiws Kal Mo
ondvia, éAneiupa pecokoiakou dlappaypatos, veppikés diapapties kar napouaidotnkav
ot10 22% twv nepintwoewv?®. Tnv id1a xpovid, pia aAfn peétn and tn NopBnyia emBeBai-
wve 1a napandvw. Av kai dev napatnpnBnkav ducpopies, unnpxe évas au§npévos kivou-
vos y1a anoBonés kal npowpo Tokete™. Téaaepa xpovia npiv, pa dAnn pefétn eykuwv pe
Hetapdoxeuon Nnatos, oUykpive th dpdon tns CsA pe auth tou tacrolimus. Ltnv opdda tns
CsA o1 éykues gixav au€npévn mBavotnta va napoucidoouv npoekapyia h unéptaon, Eva
10 veoyva va givan pikpd oxeukd pe tnv kunon®. Ténos, oupgwva pe otoixeia tou National
Transplantation Pregnancy Registry twv HIA, av ka1 n xopaynon CsA anotedei emioyn yia
1 mo «dUokoAa» NEPIOTATKA, N yévwnon ZwWVIAVMV VEOYVMV Ntav £1Axiota PIKPOTEPN o€
oxéon pe anna avoookatactanukd.
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Ané v anin nAcupd, éxe ekppaaBei n okéyn nws n ékBean evds euBpUou oe CsA katd tn
evbopntpia zwn, tnv nepiodo dnladn tns avantuéns tou BUou, cuvodeletan kar ané augn-
pévo kivbuvo yia avantu€n autodvooou voonpatos. Kau tétoio éxel emBeBamwOei o€ neipa-
HaTKG poviéna, Gnou NAPOUCIAoTNKAY NEPICTATIKA PE HEIWON PEPIKWOV T-KUTIAPIKMY UNo-
nAnBuopy, h nepINtoels e kuttapikés dinbhoels tou yaotpikoU BAevvoydvou. Itov
avBpwno pévo pepovmpéva nepiotaukd éxouv nepiypagei, veoyva dniadn nou eite gixav
bragopés oe T-kuttapikoUs unonAnBuopous, site napodikn peiwon twv eninedwv 6wy
v Aeppokuttapwv?,

Oaivetan Aoinév nws n CsA eivan €va oxeukd aopanés GAppako katd tv eykupgoouvn. IXeu-
zetan Kupiws pe kaBuatépnon cwpaukns avantuéns kar npdwpo toketd. H mBavétnta tepa-
toyéveons gival PiKph apoU pepovwpéva nepiotaukd (nx pe unondacia 660U kaww akpou)
éxouv neprypagei. Avake otnv katnyopia C tou FDA.

H CsA ekkpivetal oto pntpikéd yana. Aedopévou tou Kivbivou npdkinans avoookataoto-
Ahs o€ veoyva nou BnAdzovian and untépes nou AauBavouv CsA, 1o gpappako autd Bsw-
peital pn oupBatd pe 1o BnAaopo.

AzaBgionpivn

Mpokertan yia avanoyo twv NoupIvav kai xpnaiponoigitan og dooers wwv 2-3 mg/kg Kupiws
oto LEA ka1 tn PA ka1 tn puociuda. Ztov opyaviopd petaBodizetan oto evepyd ouotaukod
6-pepkantonoupivn Kar auth JE th oglpd tns evOOKUTIAPIO METATPENETAN OTOV AVEVEPYO
ofe1dbwpévo petaBonitn, Beloupikd 0.

Mepapaukés penétes o novtikia €deifav 6u n xophynon uynimv Odoewv (20
mg/kg/npépa) npokanoUv peiwon oto péyeBos 1600 tou euBpUou 600 kal tou niakolvia
kaBws ka1 ouyyeveis duopopeies (Aukdotopa, opBanpikés kan okeeukés avwpanies). Avu-
Beta, n xopnynon pikpotepwv ddaoswv (2-4 mg/kg/npépa) dev cuvodeuBnke and diatapa-
xés otnv avanweén s tpo@oBidotns™.

Itov GvBpwno éxel xopnynBei oeonpacpévn AZA, n onoia Hiépxetan tov nAakouvia. 1o
éuBpuo Opws aveBpébnke pe tnv avevepyh pop@n tou Beloupikou o&éos, kGu nou odnyn-
o€ ToUs penetntés oto oupnépacpa ou 1o EuBpuo dev petaBonizer enapkws v AZA o
6-pepkantonoupivn. Kdu tétolo ogeinetan ato yeyovos Ou 1o euBpuikd hnap otepeital tou
gvzUpou 100vVIKh Nupowapopuidon, 1o onoio ka1 ival unelBuvo yia th petatponn s
AZA arov evepyd petaBonitn tns.

H xopfiynon AZA katd tns eykupooUvn ouvodeUgtal and tnv avapopd HEPIKWV NePIOTaT-
kv pe tofikdtnta oto éuBpuo. Na napadeypa, éxel avapepBei éva nepiotauko pe coBapou
BaBuou navkuttaponevia kar avoocokatactonn, 6nws kai Ao pe xpwpoowpikés diatapa-
xés ka1 pikpokepania, nepiepya Xapaktnpioukd npoownou Kar pikpd néost!. Andes nan
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ava@opés nepifapBavouv veoyvd pe IgA avendpkela, pe napodikh Aepponevia kar xaunAd
enineda IgG ka1 IgM annd kan pe Sratapaxés yovipdtntas™

Mdandov diapopeukd kar mo aa16d0€a eival ta anoteléopata ogpwv NoU NPoEpXovial and
kévipa PETAPOOXEUOEWY, av Ka 1o yeyovds 6u o1 acBeveis autoi AapBdvouv ouvbuaaopous
avoookatactanukmv dev emtpénel tnv e§aywyn acpandv ocupnepacudtwy. H napakofou-
Bnon 146 eykUwv nou énaBav AZA og ouvbuaopd pe npedvizévn €deike Kupiws uyniod
nocootd npowpdtntas (52%) kar xapniou cwpaukou Bdpous (40%) twv veoyvav, Kabms
ka1 pegovwpéva nepiotaukd kpavioouvootéwaons, unonfacias tou petwmaiou AoBou kan
kap&iopeyanias®. Mapouoia anoteféapata Epepe 0T0 Pws Ty id1a xpovid Kar pia penétn
and t NopBnyia. MapatnpnBnkav ka1 €@ uynidd nocootd npowpdtntas ka1 xaunAou
owpaukoU Bdpous (kaBuatépnan evbopntpias avantugns) xwpis Opws thv napouacia tepa-
toyéveons !

Aebdopéva oxeukd pe tnv acpdaneia tns AZA katd tnv eykupooUvn e€dyovial kar and pené-
tes o€ aoBeveis pe peupaukd ko dAa @Agypovmdn voonpata. tuyyeveis datapaxés dev
napatnpndnkav, os pia Opws peétn 9 kunoswv avapépBbnke pia anoBonn, évas evbopn-
1p10s Bavatos, 2 npdwpes KUNTETS, evi 2 veoyvd htav pikpd yia tnv kinon®,

Av ka1 kivbuvos tepatoyéveons Ogv tekpaipetal, ta ugnid nocootd npowpodtntas kai evo-
pntpias kaBuotépnons tns avantugns 6nws Kai o1 ava@opés nepi napodikns avoookata-
otonhs katatdaoouv tnv AZA otnv katnyopia D. 1" auté Aoinév Ba npénel va xpnoiponor-
gitan ye NPoooxh ous KAtaotdoels ekeives tns kKUNons nou anaitoUv avoookatactonn.

0 pénos tns AZA ato Oniacpo dev éxel penetnBei, o kivbuvos dpws npdkAnons avoooka-
taotonns oto veoyvod unepkepdzel kaBe mOavéd 6penos. Xwpis va anotedei kovh anodoxn,
n xopfynon tns AZA avtevdeikvugtal ato OnAacps.

6-Mepkantonoupivn

Eivan 0 evepyds petaBonitns tns AZA. Mpokertal yia pApHAKO e oageis 1010TNTES TEpaToyé-
VeaNs, 1000 o€ penétes o€ nepapatdzwa 600 Kal otov AvBpwno. e zda €xel capms Vo-
xonoinBei yia tnv npdkAnon duopop@iwv nws Aukodotopa™. Ltov avBpwno ta dedopéva
bev givan noAnd. Av kan povo éva nepiotaukd duopop@icv pe Aukdotopa, pikpo@Banpia,
unonnacia Bupegoeidn ka1 wobnkwv, Bonepdtnta kepatoeldn éxel nepiypagei, evioUtols, n
6-pepkantonoupivn dev Ba npénel va xopnyeitar katd v eykupootvn®™. Addwate, éxel
aképn evoxonoinBei yia npdkAnon diatapaxwv otnv avanwuén, yia npowpdtnta Kai kabu-
otépnon otnv evbopntpia avanwén. Avike otnv katnyopia D.

Onws n AZA, €to1 ka1 n 6-Mepkantonoupivn ekkpivetar oto untpikd ydAa. O mBavos kiv-
buvos npokinans avoookatactons ato veoyvo kabiotd kar 1o gpappako autd pn cupBatd
ue 10 OnAacpd.
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MeBotpe€dn

Eivar avtaywvioths tou guiikoU o&éos kai éxel xpnaigonoinBei euputata otn PA, anid kot
o€ dnna peupaukd voonpata onws n WA, ayyeriudes, puooiuda, SSc. Mpokadei dakonn s
KUnons y1I' auto Kal CNPEPA XPNOIONOIEITaN Y1 TNV avUUEIWMon tpo@oBRacukmy 6ykwv
Katd tnv KUnon, éKTonwv KUNOEWV Kal YeVIKA kataotdogwy nou anaitouv npdwpn d1ako-
nA NS EYKUIOOUVNS.

H xopfynoh s Katd thv KUnon o€ nepapatdzwa ouvodeletal and veoyvd pe duopoppies
dkpwv ka1 kpavionpoowmnikés diatapaxés®. O1 avwpanies ota ootd anodidovial atnv mba-
vh 6pdon tns peBotpetatns (MTX) otous oateoBAGoTes ka1 GUYKEKPIPEVO OTN pEIWON Napa-
ywyns Bepétas ouaias (matrix) nou auth npokanei. YynAos ivan kar o kivduvos yia anop-
pdépnaon tou euBpuou (fetal resorption).

H &6pdon s MTX oty avBpmvn KUnon npoépxovial and avapopés, oUPPWVA HE TS
onoies, veoyvd nou enéznoav PETa anod anoneipes EKtpwaons pe evéaiun MTX napouaciacav
epBpuikd ouvdpopo MTXF". To olvdpopo autd nepilapBavel kpavionpoowmnikés diatapa-
xés, avwpanies ota dakwAa ko kaBuatépnon otnv avantugn. Av kai to ouvdpopo autd
éxe1 napatnpnOei pévo petd and t xopnynon uyniwv d6oewv MTX, motelstal 6u 1o Kpi-
oipo &idotnpa yia tnv npdkAnon BAGBNs sivan n xophynon MTX o€ ddon touAdxiotov 10
mg/eBbopdda katd v 6n - 8n eB6oudda petd tn olAAnyn.

Mdgopes penétes ava@épouv nws n xophynon MTX katd tv kinon ouvodeugtal ané
au€npéva nocootd dioxidhs pdxns ka1 autopates N NPOKANTES EKTPWOEIS akOUN Kal o€
yuvaikes nou AduBavav MTX npiv tn oUAAnyn kar otapdinoav katd v eykupootvn®,
Aopanés gaivetar va givar n diakonn tns MTX 12 eBoopades npiv tn ouAdnyn, av kai 10
évBeto twv odnyidv ouviotd drakonn yia éva pévo yuvaikeio kUkio. Addor ouyypageis
nam npoteivouv diakonn didpkeias 2 kUkAwv, npokepévou va elaxiotonoinBei kaBe mba-
vh 1€k dpdon otov nveupova tou euBpuou, kal auvexhs xopaynan guikoU o§éws katd
v kunaon. H xophynon MTX Ba npénel va cuvodeetan and auotnpd pétpa avuouinyns
ka1 o1 yoveis Ba npéner o€ kGBe nepintwon KUNONS va evnpeP@VOVTal yia Tov uPnid Kivou-
VO Tepatoyeveons. Avakel otnv katnyopia X tou FDA.

IXEUKA pe Tous avdpes, enapkn dedopéva yia mBavh tepatoyéveon dev undpxouv. Lapws
naviws w @dppako npokanei ofiyooneppia, n onoia givan NANPWS avaotpéyiun 3 pnves
peta t Giakonh tns xophynon tou™.

Av ka1 n MTX ekkpivetan o€ pikp6 nocoatd oto pntpikd ydna, avievdeikvustal oto Onia-
opd, kupiws Adyo tou Bewpnukou KIvOUvou auvaBpoiohs tns GTous 10ToUSs Tou VEoyvoU.

KukAopwopapién

Adkumhwukds kar xnpgioBepansutkds napdyovias nou €xer pe emuxia xpnoigonoinBei otn
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ve@piuda tou LEA, og ayyaiudes aAnd ko og coBapés pop@és tns PA kaBws ka1 otnv nveu-
povikh npooBonn tou SSc.

H xophynon kukiopwogapidns (Cyc) oe apoevikd novtikia 06hynoe o€ H1atapaxés twv KUT-
pwv s é0w ouBadas kar katd ouvéneia aduvapia epputeuons. Anies penétes avagé-
pouv Nws n xophynon uynAdv 66cewv Cyc ae BnAUKG NOVTiKIa CUOXETIOTNKE JE TEPATOYE-
VEON Ka1 ouykekpipéva pe avwpanies dkpwv kar Aukdotopa™. Exouv tnos nepiypagei
NEPIOTATKA 0€ nelpapatdzwa pe diatapaxés avanweéns, e€6pOanpo, dnws kar diatapaxés
yovipotntas.

H Cyc &iépxetan tov nAakoUvia eykUwV YUVaIK@V Kal ta enineda auths gpravouv ato apvia-
k6 uypo 10 25% twv emnédwv tns pntépas. Ta dedopéva doov apopd tnv 1oEIKOTNTA GTO
¢uBpuo npoépxovial Kupiws and avapepopeva NEPIOTATKA. ZUPPWVA HE autd, EXouv Nepi-
ypagei nondid pe avwpanies ota dkpa kar Sratapaxés ota otepaviaia kabws kal éva veoyvo,
10 onoio katd t didpkeia s zwns tou avéntu€e apxikd Onogidés kapkivapa tou Bupeo-
&16n ka1 otn ouvéxela veupoBAdotwpa“’. Anéd tnv dAdn nicupd éxouv avagepBei kai nepi-
otaukd 6nou pntépes éAaBav Cyc, kupiws katd to 20 Kar 30 TPiPNVO s KUNGNS, Kal EQe-
pav otn zwn €ite npdwpa eite 6x1, uaiooyikd veoyva.

Aebopévou Aondv tou kivduvou tns tepatoyéveans (16-22%) kupiws katd o 1o tpipnvo
annd kar wv datapaxwv evbophntpias avantuns (40%) nou npokadei, n Cyc Ba npéner va
ano@eUyeTal Katd tn S1dpKeIa ths EyKUMOOUVNS, EKTOS and kataotdoels aneinnukEs yia tn
zwh s pntépas. Avakel atnv katnyopia D. Eneidn d¢ ekkpivetan oto pntpiké yana, 6a npé-
nel va ano@eUyetal Kot katd tov OnAaopo, apou éxel cuoxeuabei pe NEPICTATKA KATAOTO-
Ans puedou. Ténos, Npogoxn xpeidzetal n xophynan tns Kal otous Gvopes, apou OXetizetar
pe dbooo-e€aptpevn ofyo- ka1 azwo-oneppia.

XdwpapBoukiin

Anfkumwukoés napdyovtas nou éxel xpnolponoinBei ae coBapés pop@és PA, annd ka1 oto
LEA kan o ayyeiudes. Mefétes o€ novtikia €6ei§av nws 10 Gdppako givar t0&ké yia 10
éuBpuo, npokanwvtas ducpopies ato okeNetd Kar veppikn voco. Av kai éxouv avapepOei
yevvhoels uyiv nadiwv and pntépes nou éAaBav xAwpapBoukifn katd tnv kinon, 1o eap-
Hako Bewpeitar tepatoydvo Kkai yia to avBpwmvo éuBpuo, yi' autd ka1 Ba npénel va ano-
@evyetan katd v eykupoouvn. Ta dedopéva duatuxws dev givan noAnd, éxouv dpws nepi-
YpaQei nepiotaukd pe ayeveoia veppou kabws kar adda nepiotaukd pe avwpanies oto
OUPOYEVETKO, ME HIKpd yia tv KUnon éuBpua n pe okeneukés datapaxés™. Avhker atnv
katnyopia D. Enapkh otoixeia dev undpxouv enions oxeukd pe tn dpdon tns oto BnAacpd,
bedopévns dpws tns to€ikéTNTas tou pappdkou, n xophynon tns xdwpapBoukiins Ba npé-
nel va ano@euyetal o€ Untépes nou BnAdzouv.
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EvbopiéBia avocoapaipivn

H evbopnéBia avoooapaipivn (iv IgG) éxel xpnaiponomnBei Kupiws othv avupetwmaon tns
deppatopuoaiudas, adid ka1 otn veavikn PA, oto avupwopwiimdiké cuvdpopo kar otn
vooo tou Kawasaki. Exel xopnynBei oe zwa pe avupwopwmmoikd aivépopo kar pavnke
va givar kand avektn.

Hiv IgG &Siépxetar tov avBpwmvo niakolvta. Ta dedopéva and t xopnynon tns oe EyKues
e avupwopwmmoéiko, pe OpopBonevia h pe Rhesus avooonoinan, eival evBappuvuka™.
To @dppako @aivetar va ivan pn 1081ké yia 1o €uBpuo h th Pntépa, av Kai €EXouv avagep-
Bei nepiotaukd pe avemBupntes dpdoers 1oo otn pntépa (opopetatponn HCV o€ yuvaikes
nou énaBav iv IgG) 600 ka1 o€ veoyva (arpoiuuknh véoo n diatapaxés avantuéns) nou exté-
Bnkav katd tnv evbopntpia zwn tous ot iv IgG. Avikel atnv katnyopia C.

To pdppako Aondv ivar cupBatod pe tv kUnon, bev givan Opws yvwoth noa gival n dpdon
ToU Katd 1o BnAaopo.

Avu-TNF-a napdyovtes

To etanercept civan npwteivn nou nepifapBdver 1o e§wkuttdpio whpa tou avBpwmnvou
unodoxéa p75 tou TNF-qa, 1o onoio €ivar cuvdedepévo pe 1o Fc tpnpa pias IgG1. Xpnoipo-
noigitan otnv avupetomon s PA. O TNF dieukonvel tn woppnéia, ondte n napouacia
avu-TNF napayéviwv Bewpnukd éxel pia avemBupntn dpdon otnv woppnéia kar eykupio-
auvn“,

Menéres oe nepapatdzea €dei€av nws n xophynon etanercept akoun kar o€ 60-100 popés
peyanUtepn d66on and auth nou xopnyeitar otov AvBpwno, dev oxetizetan e Hratapaxés
yovipdtntas h pe BAdBn oto éuBpuo. Av kan penétes oe €ykues yuvaikes Ogv undpxouv, npd-
opata 1o FDA éxel katataée to etanercept atnv katnyopia B. O pdios tou oto Bndaopo dev
givan yvwotds, Opws o1 avooooaipives ekkpivovial oto Pntpikd yana kar dedopévou tou
kivbuvou npdkAnons avemBUuuntwv evepyeiv, ouviatdtan gite Srakonn tns Bepaneias eite
tou Ondacpou.

To Infliximab €ivan xipaipik6 IgG povokiwviké avticwpa nou adpavonoiei tov TNF-a. Xpn-
aiponoigital Kupiws otnv avupet@mon tns PA and ka1 o€ dAda autodvooa voonpata onws
n aykuionoinuknh onovbuniuda kai n WA. Medétes oe novtikia édei§av nws n xophynan tou
infliximab 6ev ouvobdeletan and datapaxés yovipdtntas, n 6 xophynon tou Katd tnv
kUnon htav anonutws acpanns, xwpis evoeitels tepatoyéveans h euBpuo-tofikdtntas.

To infliximab éxe&1 npdogata wa&ivounbei otnv katnyopia B oUpgwva pe tnv katdtagn tou
FDA. Aedopéva dev undpxouv apketd. Ltoixeia ndviws and tn Bdon dedopévwv aopansias
U pappdkou, énou napouaidzetal n napakoiouBnon tns ékBaons 36 eykUwv pe vooo
tou Crohn ka1 PA, napouaidzouv guatofoyikn ékBaon kunaons o 72%, 14% anoBonés kai
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5% Bepangutkds teppuauopods tns kunons. Av kal dUo and ta pualofoyikd veoyva eppavi-
oav emniokés (to 1o htav npdwpo kar aneBiwoe, 1o 20 yevvnBnke e tetpanoyia Fallot), ta
anotenéopata yevikd givan evBappuvukd kar avdnoya e autd TV UYIOV YUVatKmv*®.
Aebopéva oxeukd pe tnv €kkpion tou gpappdkou oto puntpikd ydda 6ev undpxouv. Metpn-
OE1S TWV OUYKEVIPWOEWY €XOuV Yivel pévo og pia BnAdzouoa pntépa pe vooo tou Crohn
6nou SiamotmOnke 6, eite 10 infliximab bev exkpivetan ato Pntpikéd yana eite dev avixveu-
€101 pE TS napouoes pebodous.

Aepouvopidn

NepiiapBavetan ota vedtepa avupeupaukd edppaka. Mpdkerar yia avactonéa tns ouvOe-
ons TV NUPIMIBIVAV Kal xpnaolgonoigitar otnv avupetmaon tns PA.

‘Exe1 xapakinpiobei empeukd tepatoyévo gpdppako kai autd éxel anodeixOei kupiws o nel-

papatdzwa“, Menées oe novtikia €deifav au§npéva neprotaukd pe avo@Banpia, pikpo-
@Banpia ko udpoképano. Menétes oe avBpwnou dev undpxouv. Avhkel pazi pe tn MTX
ownv katnyopia X, oUpgwva pe tv katdraén tou FDA. Ze kdBe nepintwon, o1 acBeveis Ba
npéne va AapBavouv coBapd pétpa avuoUAfnyns. Exel pakpu xpovo npizwnhs, apou n
neprouvopidn xpeidzetar nepinou 2 xpdvia and tn ouyph tns diakonns tns xophynoh tns,
WOotE 1a €ninedd s va gracouv oe acpann épia yia pia mBava kunon. Etal, av pia aode-
vhs Bénel va peivel €ykuos, Ba npénel npra va S1aKOYE! 10 PAPHAKO KAl 0TN CUVEXEID Va
akoflouBnaog 1o npdypappa edaxiotonoinons twv emnédwv Otov opd HE th Xophynon
xofuatepapivns, 8 gr tpeis popés v npépa yia 11 npépes. Ltn ouvéxela anarteital n pérpn-
on 6Uo @opés, pe pecodidotnpa 2 eBopddwv, otov opd tou evepyou petaBonitn kan EQo-
oov ta enineda givan <0,02 mg/L, téte n acBevhs pnopei va npoxwpnael pe acdneia otnv
emBupnth eykupoouvn. Avanoyn npostoipacia, drakonn dniadh tns Bepaneias kar AnYn
eni 11 npépes xofuaotepapivn, ouviotdtar ka1 atous Avopes nou emBupolv va anoKthoouv
naibi. Alatapaxés naviws yovipdtntas dev éxouv avagepBei, toundxiotov oe penétes pe ner-
papatdzwa. Aev ivar Aos yvwotd av n Aeplouvopidn ekkpivetal ato puntpikéd yana, n
xopnynoh tns naviws npénel va anopelyetal katd to OnAacpo.

Mukogaivoidn pogetii h pukopaivoiiké ofu

Avaoténner tnv ovBeon tns youavoaivns. Xpnaiponoigitan oto ZEA adnd ka1 otn PA. Mené-
T€s XxopNnynons pukopaivonikou o&éos (MMF) og novtikia kar kouvémia katd tnv nepiodo s
opyavoyéveons napouciacav diatapaxés avanwuéns wwv euBpuwv ka1 duopopies Kupiws
kpaviou ka1 o@Banpwv. Zus ibies penétes dev napatnpnBnkav naviws diatapaxés yovipod-
ntas.

Av ko enapkeis N kad eneyxopeves penétes oe avBpwnous dev undpxouv, 10 yeyovds ou
10 Qdppako autod eival tepatoyévo ota nelpapatdzwa emoUpel 161aitepn NPOcoxn Katd tn
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XopAynon tou thv nepiodo tns kUnons. Luykekpipéva dev Ba npénel va xpnaiponoisitan
napd povo av to unobeukd o@enos uneptepei 10 mBavou kivouvou. ZUPPWVA NAVIWS Pe
ava@opd tou National Transplantation Pregnancy Registry, 6ucpopeies o€ tékva twv onoi-
wv o1 yoveis énaBav MMF dev éxouv napatnpnBei, av kar o apiBuds wwv acbevav eival
Hikpos (5 yuvaikes kan 29 avbpes)™. Mapda autd, évapén tns Bepaneias pe MMF Ba npé-
nel va yivetar Jovo £pOCOV UNAPXE! apvnuKOG TEOT KUNCEWS (0€ oUpa Kat opd) Kal av ouve-
xizetan epdoov AapBdavovial ta anapaitnta pérpa avuoUAAnyns, akdun Kal 6 PAves petd 1o

tnos tns Bepaneias. Avhke atnv katnyopia C.

To MMF exkpivetar oto pntpikd yana, 6nws touddxiotov éxel anodeixOei o neipapatdzwa.
Ma tov avBpwmvo Bniacpo dev undpxouv dedopéva, cuviatdtar ndviws eite n Srakonh tou
BnAaopou eite tou pappdkou.
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H AEOAOYNOMIAH XTH PEYMATOEIAH APOPITIAA.
! NEO ANOXOTPOMNOMOIHTIKO ANA®OPAL;

“ Kaartas M. BouboUpns
Peupatodoyikn Kivikn, Noookopeio “Ayios lMaudos Bsooadovikns

H éykaipn ka1 anoteReopaukh Bepaneia tns peupatogidous apbpiudas (PA) kar pdmota o€
npwipo otddio, anotensi nAéov pia kand edpaiwpévn emotnpovikh avtidnygn otn &iebvin
peupatonoyikh kovotnta (1). Ta Bepansutkd péoa Kar n otpatnyikh pappoyns tous £¢a-
kofouBolv, wotdoo, va napapévouv tedikG otnv npwrtoBoudia kar us emAoyés tou Oepd-
novta peupatondyou 1atpou. Avtibeta, o1 otdxor tns Bepaneias givan yvwaotoi kar bev agh-
vouv nepiBwpia emAoyv.

Lt6xo1 Bepaneias
Tpeis €ivan o1 otéx01 ths Bepaneutikns avupetwnioews s PA, x1 ndviote kar 6x1 anoAuta
anfnfoeaptmwpevor

1. Avooiakn avtidpaon kan gAsypovn (dpactnpidtnta véoou)

2. Aopikn BAGBN kan

3. Aertoupyikétnta/noidtnta zwhs acBevous
Onws €ival yvwotod, 01 PETPACEIS TV NAPayOVIwy aUTMV Kal O CUVAPTDHEVOS EAEYX0S
napakofouBnans tou Bepansutikol anoteféapatos drapépouv Kar givan:
a tv 6pactnpidtnta tns véaou kai to BaBuo tns gAsypovns : kivikd kal epyactnpiakd
otoixeia, 6nws o apiBués wwv npooBeBAnpévav ka Sioykwpévawv apBpwotwy, o1 deiktes
Bentiwons ACR kan dpaotnpidtntas DAS, n TKE, n C-avudpwoa npwteivn (CRP) , o1 titdor
v peupatosidav napayoviwv (PM), k. 4.
l1a v bopikn BAdBN twv apBowoewv : Srdpopor akuvonoyikoi deiktes, dnws tou Larsen
ka1 tou Sharp (apxikés ka1 tpononoinpévos katd van der Heijde) ka1 dAfes aneikovioukeés
pEBodo1, 6nws n pétpnon tou dykou tou apBpikou upéva n n npéoAnyn padievepyoul 100-
T0MoU ano 1ov HUENS TV 00TV Kal Tov apBpiké upéva pe payvnukn topoypagia (o1 petpn-
O€1S aUTES NPOCUETPOUV enions t0 BaBud tns pieypovns).
Na t Asitoupyikdétnta kar moidtnta zwns tou acBevous : 1a didgopa epwinpatodyia
kabnuepivav dpaotnpiothtwv HAQ (Health Assessment Questionaire), SF-36, PET
(Problem Elicitation Technique), k.d.
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10 BdBos tou xpdvou, o1 tpels napdyovies autoi eival and tn pia nieupd adAnAévdeton
anid and v andn eugavizouv kanola «autovopia» oe oxéon pe 10 BaBuéd nou ennped-
zouv tnv tefikn ékBaon tns vooou. Autovonto ouvenas ival 6u onoladnnote 1dgath Bepa-
neia Ba npénel va emdpa e§ioou anotedeopaukd Kar otous tpgls napandvw napdyovies. Na
napadeiypa, o Babuds tns eAeypovihs kal n dpactnpidtnta s vooou, ONws eKPPAzovVIal
kfhivikd pe us npwreives ofgias paocsws npodyouv v akuvodoyikh e&€mEn s véoou,
ondadn epgdvion SraBpwoswy kar otévwon tou peadpBpiou daotnpatos”. Qatdoo, n
dopikn BAaBn auth e&eniooetan otabepd otn Hidpkeia tns vooou napd tov éfeyxo tns erey-
povhs ka1 tnv kivikh Bedtiwon tou acBevols kar euBuvetar tefika yia 10 25% tns dei-
TOUPYIKAS avikavétntas ka1 1outo dyipa, 6ndadn 8-12 xpdvia petd tnv évapén tns vooou
eved n duoieitoupyia twv acBevav, otnv apxh touddxioto, ogeidetal otn dpactnpidtnta
s vooou kai nep1oootepo atnv €vtacn tou névou®. Me anna Adyia, autd nou evoiapépe
tov Bepanovia 1atpo o€ tefeutaia avdduon, d6ndadn n Aeitoupyikdtnta kar o Babuds s
«avannpias» tou acBevous, eEaptdtal atnv apxn tns véoou and tnv éviacn s GAEypovAS
ka1 apyotepa and us dopikés (akuvonoyikés) BAdBes twv apBpwoewv.

Abdieukpiviota - apgineypeva Bépata

Mapd tov caph npoadiopiopd twv otdxwv kail tnv nAnBmpa petaBAntav yia tnv napako-

fouBnon tns Bepaneias, undpxouv opiopéva znthpata Npos enifuon Npiv ané v epap-

poyh onolacdnnote Bepansias™:

1. Opiguds tns évvoias «npwiun PA». O1 nepioodtepes Kivikés pen€tes papudkwv v opi-
ZOUV XPOVIKG petagu 1-3 etav kat o penetpevos nAnBuopds ouxvd eivar PEIKTos Je €va
nocoatod péxpr 2 xpdvia kai to unéAoino pe péon Sidpkeia vooou 5-7 xpévar h kal nepio-
o6tepo. H tdon onpepa givar n xpovikh G1dpkeia s «Npwiuns» vooou va Kupaivetal
petagl 6-12 punvov

2. Ltpatnyikés OUVIOPEUONS TOU XPOVOU METatU NPMINS EUPAVICEWS TWV ONHEIwV Kal
oupmwpdtwv Kai e€étaons and peupatondyo. H Aoyikh niow ané to zatnpa autd givar
n eykaipdtepn duvath epappoyn 1dikhs Bepancias kabBdoov sivan and nama yvwoto ou
n adidntwn kar éykaipn epappoyn Bepancias «Bacews» h «dgUTEPNS ypappns» h «1po-
nonoinukny», ennpedzel Beukd v teMikh eupavion duaneitoupyias twv NAoXOVIwv®,
Lhpepa éxe niéov emBeBawBei 6u n npwiun Bepancia ouvdéetan pe kanUtepn ékBaon
vooou, onws pikpdtepn akuvonoyikh BAdBN ota 2 xpdvia, Kai, pakponpdBeapa, kanu-
tepn noidtnta zwnhs, 30% Bedtiwon Aetoupyikdtntas kar eAdtiwon Bvnaipdtntas

3. H ouxva pn adikh eugdvion ts npwipns véoou, d6ndadh n duoxépeia akpiBous Hid-
yvwons ka1 dpa epappoyns tns katdAdnins Bepaneias. Zto 6épa autd eivan xphopo va
unopvnoBei 6u, og pia npwtogupavizépevn ofyo- h noAuapBpiuda katd kaipous npo-
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teivovian G1dpopes petaBAntés nou pnopouv va npodikdoouv v pedovukh eupavion
PA. Mo napadeiypa, ws petaBantés tou €idous autou éxouv npotabei otov nanivépopo
peupauopo o1 peyanutepes niikies, n npwiUn npooBofn twv xeIpmy, 10 yuvakeio puio
ka1 n Beukétnta twv IgM PN® evdd o npdapatn pedétn oxeukh pe v «adiagoponoin-
tn noduapBpiuda» npoteivovial ws deiktes npoodeutkns EEMiEns o1 iG101 napdayovies
ka1 o deiktns dpaotnpidtntas vooou DAS 287
Le nepintoels oagous PA, ws petaBAntés nou npodikdzouv duopevh npdyvwaon
Bewpouviar onpepa: o ap1Buds twv doykwpévwv apBpwoewy, n CRP, n opoBetikd-
wnta wwv IgG ka1 IgA PN“#¥ ka1, nA¢ov npdopata,ektds and tn diayvwoukn tous afia,
10 avuowyata npos avu- kKitpoudvonoinpéva kukfikd nentidia (anti-CCP) ta onoia
tautizovial pe ta avu-@iayypivikd avunepInuPNVIKG Kal avu-KEPATIVIKA avUoWHa-
1a”,

4. Ta oxeukd pikpd nocootd BeAtiwons (n.x. ACR 20%) nou ekAapBdvovian ws onpavuka
O€ PUPHOKEUTIKES MENETES .

Oepaneia pe pdppaka tpononoinuka tns e§eni€ews s vooou

Tpeis €ival o1 oUYXPOVES oTPaTNYIKES BEPaneuTKNS EPAPUOYNS «TPOMONOINTKMY PaPHd-
kwv» anod us onoies 0 Bepdnwv peupatondyos Ba emié€e pe Gikn tou npwrtoBoudia, dnws
avapépOnke ka1 otnv apxn:

1. Apxikh povoBepaneia kan péoa o€ 3-6 phves (Adyw pepikhs aviandkpions nou cupBai-
vel otn ouvipinukh nigiovétnta twv nepintwoewv) ouvduaopévn Bepaneia (step-up
strategy)

2. Xuvduaopds tpononoinukmv and v apxh Kai og nepintwon U@eons, otadiakn diako-
nh evos h nepIoodTeEPWV Papudkwv (step-down strategy)

3. Nées «Bionoyikés» Bepaneies (anti-TNF, IL-1ra aywyés, k.4.)

To napenBov, 1o napdv kar 1o pénfov tou Bepansutikol navopduatos tns PA bivetan ouvo-
nukd otov Mivaka. ‘Onws gaivetal, o1 Bepaneutikés npooeyyioels pnopouv va diaipeboly -
avanoya pe tous pnxaviopoUs dpdoews kai v enidpacn otn PA - o oQAIPIKES N YEVIKEU-
HEVES KN Of KATEUOUVOEVES N «OTOXEUTIKES». Inpavuko sival va toviabei 6u kan o1 dUo
opddes Bepaneiwv ouvdudzoviar, n pia pe tnv adin 600 kan petagl tous.

Aepniouvopibn

Inpavukn Bepangutikn katdknon tns teeutaias Setias s onoias n aia edpaiwbnke npo-
ogata, Bswpeitar n Aepiouvopidn (AED), éva 100§azomviké napdywyo. O evepyds petaBo-
fitns tou papudkou A77 1726 éxe diavorypévo daktunio 100§azdnns nou aokei tn Biodo-
yikh Spdon.
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Mnxaviouoi 6pdoews

1. Ze eninebo T Aupokuttdpwy . O o1dx0s Tou pappdkou gival n avaotonh evos evzipou,
s apudpoyovaons tou O1-udbpo-opoukol oféos (DHODH-Di-Hydro-Orotate-
Dehydrogenase).To évzupo autd givar anapaitnto yia tnv de novo oUvBean nupipidivev
ka1 otn ouvéxela tou kuttapikou RNA ka1 DNA. H avaotonin tou odnyei oe avaotpéyiun
énneiyn voukisoudiwv kan Srakonh tou Kuttapikou KUkAou diapéoou evepyonoinaews
tou p53™. Tovizetan 6u n enibpaon auth s AE®, 6nAadn n kAwvikh avactofn Aey-
@okuttdpwv, ackeital Baoikd o€ evepyonoinpéva T AeppokUitiapa ta onoia, 6nws €ivan
yvwaotd, kupiapxoUv atnv naBoyéveon tns PA ka1 tnv apBpikh @igypova™.

2. ¢ eningbo B Agupokuttdpwy . Me tous ibious pnxaviopous, n AE® avaotédie kai tov
nonfanfaciaopd twv B Agupokuttdpwv Kar ouven®s thv Napaywyh autoaviowpa-
v,

3. Xt eninebo kuttapokivawv. H AE® avaoténner enions v evepyonoinon ka1 yovidiakh
ék@paon tou nupnvikoU petaypa@ikoU napdyovia kB (NFkB-Nuclear Factor kB)™ o
onoios, evepyonoloUpevos anod eisypovadn epebiopata npodyer tn yovidiakh ékgpaon
noAAmv KUTapoKIvaV kai, otnv nepintwon tns PA, 161aitepa twv gAeyHovwdmvy Kutta-
pokivav TNF-a kan IL-1. O1 kuttapokives autés evepyonoloUv popia npookonnnoews Kai
ouvens tnv €icodo nodupopponupnvwv (mou napdyouv , petagl dAnwv kar elelBe-
pes pizes ofuydvou), Aeppokuttdpwy kar pakpo@aywv otnv apbpwaon, kabBws enions
ka1 tnv napaywyn petaddonpwreivacmv and ta ugevokutapa.

To aBpoiouko anotéeopa 6wy autwv twv avactanukmv emdpdoswv tns AED gival n ni-

Bpaduvon tns dpactnpidtntas tns voaou, ts dopikns BAdBns (akuvonoyikhs eEEMENS) kan

tefikd@ tns anwtepns ékBaons tns PA*Y,

Anotedeopatkdtnia atnv KAikn npdén

H kMvikh anotefeapaukétnta tns AEQ otn PA, o€ tunonoinpéves dooers (apxikh doéon 100
mg yia 3 npépes ka1 20 mg/npépa otn cuvéxela) éxel emBeBaiwOei pe noAnés penétes anod
us onoies Ba avagepBouv o1 nA¢ov NpdoQates kai o1 n€ov pakponpdBeapies nou €xouv kai
n peyanutépn onyacia yia pia pakpoxpdévia véoo onws n PA. Inpgiwvetar 6u ous wxaio-
noinpéves dinnés-tuenés penétes autés nepinapBdavoviar: a) 1000 OYIKES 6O Kal NPWIKES
(Gidpkera vooou <2 xpéwia) nepintwoers PA kan B) acBeveis pe h kan xwpis npoyevéotepn
Bepaneia pe tpononoinukd eapuaka.

‘Evas xpovos Bepaneias. Or Strand ka1 ouv.™ guvékpivav yia 12 pnves tv AE® pe pebo-
pegdn (MO3I) kan eikovikd pdppako (placebo) kar avapépouv 106Babua anotenéopata pe
booeis and 7.5 péxpr 15 mg/eBdopadiaiws MOT o oxéon otn BeAtiwon kMvikv onpeiwv
ka1 oupntwpdtwv, v emBpdduvon tns akuvooyikns &efi€ews tns vooou kar tn Bedtiw-
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on tns Agitoupyikotntas kai noidtntas zwns. O1 cuyypageis pdniota onpeiwvouv ot o1 Oei-
ktes BeAtiwons ACR 50% ka1 70% €ivan napdpiolor pe tous AapuBavopevous ae PeRETES Twv
véwv Bionoyikmv napayoviwy Kal GUYKEKPIUEVA Ty etavepaéntn. ABpoiouKd pe th pedétn
auth, annes 2 penétes (ouvono 3) emBeBaiwoav tv akuvooyikh emBpaduvon wv adfor-
woewv s PA katdmv Bepaneias pe AED eni 12 pnves™ kan to i610 napatnpnBnke kan o€
HENETES OXETKES PE T AEITOUPYIKOTNTA KA1 NOI6TNTA ZWNS™,

Avo xpovia Bepaneias. Zuvéxeia tns 12punvns penémns twv Strand kan ouv™, anotenei n
nondukevipikn penémn and v Apepikn twv Cohen kar ouv."™ atnv onoia diamotmOnke 6T
n anotefeopaukotnta tns AE® (kivikh BeAtiwon kar emBpdduvon akuvonoyikns egémiEns)
dratnpeitan kan petd and 2 xpdévia Bepaneias. Zn peAétn auth n AEQ unepeixe pe otauou-
k@ onpavukn dapopd s MO atn BeAtiwon twv Quakwv dpactnpiothtwy twv acBevav
ka1 01 EPEUVNTES Tovizouv 6u n enidpacn auth ival oudiwdns yiati n 6x1 kadn Agitoupyr-
kOTNTa TV NAOXOVIWY OTa NPWIa 2 xpévia npodikdzer peyadutepn avannpia kar au§npé-
VO 01kOVOpIKO KOotos ota 3 affd kar ota 8 xpovia tns nopeias tns PA. Tovizetan akdpn 6u
n AE® anotenei pia noAu kadh npwtn emAoyh otn Bepaneia s vooou.

H &Siathpnon tou Bepaneutkol opéous tns AED kar petd anod 2 xpovia Bepaneias edpar-
wONnKe pe aképn dUo noAukevipikés penétes anod v Euponn. Zinv npwn, auth wwv Emery
kan ouv."” ouykpiBnke n AE® kan ndm pe i MO pe 10480 anotedeopaukétnta Kar otn
beutepn twv Scott kar ouv™ éyive oUykpIoN ToU Pappakou pe thv counpacadazivn. Ln
deutepn auth penétn tovizovian dUo onpavukd dedopéva: a) 6u n AE® Atav otauoukd
onpavuka kanutepn ths coud@acanazivns otn opaipikh ktiUnon 1aTpou Kar aoBevous,tny
kfvikn BeAtiwon (otnv napdpetpo ACR 20%) ka1 tn Aertoupyikétnta kai B) n kadn Agi-
ToupyIKOTNTa twv acBeviv napatnpndnke and tnv apxn, dniadn otous Npwtous 6 pnves
wns Bepancias oe aobeveis nou ite napouaiazav tautdxpova kai kvikh Betiwon eite Oxi,
avtibeta pe tn counpacanazivn. H teeutaia napathpnon Bupizer tnv napdpoia enibpaon
wns avu-TNF aywyns. YnevBupizeta 6u, dnws ava@épOnke kar otnv apxn, n A€ItoupyIKoOn-
10 wwv naoxéviwv and PA eugavizel ota npdta otddia s véoou cuvaptnon pe tn dpa-
otnpidtnta s vooou (kfivikh Betiwon) kal noAu apyodtepa, ota 12 xpovia, pe us HOpIKES
anfoioes v apOpwoewv®.

Me bebopévo 6u n anotedeopaukotnta evés pappdkou kai n avtiotoixn kfvikn BeAtiwon,
6niadh n dpaotnpidtnta s Pisypovhs, dnws enions hdn avapépBnke, dev oupBadize
andnuta pe tn dopikn (akuvonoyika dramatoUpevn) apBpikn BAGBN™, atizel va avapepOei
n enidpaon tnhs AE® ous ooukés raBpmaels petd and 6uo xpodvia Bepaneias. Le penén wwv
Larsen ka1 ouv.” ouykpibnke n AE® pe tn coudpacanazivn kar Sramotwbnke 6u eved atnv
apxn (6-12 pnves) ta 0o pdppaka napouaiacav napdpoia mBpdduvon wwv akuvofoy-
kv eupnudtwy, n enibpaon tns AEO, avtiBeta pe tn couAgacanazivn, SiatnpnBnke ka
ota 0o xpévia.

91



MPAKTIKA XVII MANEAAHNIOY XYNEAPIOY PEYMATOAOITAL o ABnhva, 27-30 NoguBpiou 2002

ABnva, 27-30 NogpBpiou 2002 e MPAKTIKA XVII MANEAAHNIOY XYNEAPIOY PEYMATOAOITAL

H otaBepn avaotaiukn enidpaon ths AE® otnv anwiepn akuvoroyikh eE¢MEn ts PA emi-
BeBaOnke e€dnou kan pe npdopatn avakoivwon otnv onoia diamaotwvetal 6u Kal o€
Hakpoxpovidtepn Bepaneia, péxpr 5.8 wn, 1o pappako e€akonoubei va emBpaduvel us aku-
vonoyikés BAdBes™.

NapevBeukd, pnopei 6nws avapépBnke apéows napandvw va pnv undpxel ypappikn
ouvéptnon petafu pnsypovns kar dopikhs apBpikns BAaBns adnd autd dev onpaivel kabo-
fou 6u n pia napdpetpos dev ennpedzer tnv AAAN®. Luva@ns iows - OXEUKA NAVIOTE pE TV
kfivikn anotefeopaukdinta tns AE®- €ival ka1 n GUYKPIUKA €Ktipnon tou Bepancutikou
anoteéopatos AE® ka1 MBI pe olUyxpoves aneikovioukés PeBOOOUS «UETpNOEWS» NS
@ieypovns, 6nws pe duvapikh evioxudpevn pe yadodivio payvnukn topoypagia (DEMRI-
Dynamic gadolinium-Enhanced Magnetic Resonance Imaging). e oxeukh npdo@atn pené-
t dramotmOnke onpavukd peyanutepn unoxwpnaon tns upeviudas pe AE® an’ 6u pe MO3,
katomv 4pnvns Oepansias®.

Mivakas 1. ®appakeuukn Bepancia PA

levikeupévn « LTOXEUTKN» N «KateuBuvopevny

- Kopukootepoeibn - Mn otepocidn avupisyuovwdn

- Tpononoinukd - Avtaywvioths unoboxéa IL-1(IL-1Ra)
KukAoanopivn - Avu-TNF Bgpaneies
Mivokukdivn infliximab (Remicade) (xipaipiké povokAwvikd
MéeBotpe€dn avtiowpa)
AzaBgionpivn etanercept (Enbrel) (©iadutés unodoxéas)
KukAogwaopapidn adalimumab (ninpws povokAwviké avticwpa (D2E7)
Aepiouvopidn L0zeu€n nonuaBuievoyAukdnAns pe avuompata h
AvBefovoaoiakd unoboxeis TNF (CDP870, PEGylated s TNFR1)
Zounpacarazivn - Evbokuttdpios avaotonn anudtwv napaywyns TNF/IL-1
Mycophenolate - AoKkiyazopeves/AvauevoUEVES
Xpuoos Ltoxon o T AepokUttapan
Mevikindapivn Anfes KUTapPoKives-oTOXol

- Zuvbduaouof Avaotoneis petaddonpwieivaccv

Avu-ayyeioyeveukoi napayovies
- Zuvbuaapoi

Mn @apuakeutkes Oepaneies
niaouagaipgan, yovidiakn,
apxéyova aiponointika KUttapa, K.d
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Aopadneia

Le Ofes us péxpr twpa penétes diamotwbnke noAu kadh avoxh tns AE®. O1 avemOUpntes
evépyeies (AE) otnv npdn eivan dies avaotpéyipes kan nepiiapBavouv Sidppoia, anwnekia,
vautia, €€avOnpa,kepananyia, emyaotpanyia, ekoAn kénwon, anwiea Bdpous, tpavaa-
pivacanpia kan unéptaon. e npoopatn avaiutkn ouykpiukh ektpunon twv AE nou npoka-
Aouvtan and AE®, MOZ kar dAda tpononoinukd @dppaka kai os Bdon dedopévwv nou
nepindauBave 40.594 ndoxovtes and PA, avagépetan 6u «to npo@in acpdaneias tns AED ivan
napoépoio h kar kadutepo and ekeivo ths MO ka1 aAdwv tpononoinukwv otn Bepancia tns
PA»®,

Onws ka1 pe tn MOE, emBandstan n napakoAoUBNON TV TPAVOAUIVACWY Kal EQOCOV
autés unepBaivouv to HinAdoio twv pualooyikmv upwv n ddan edattvetal o 10 mg npe-
pnaiws. Ze wxov ekdnhAwaon to§ikcdv AE kar Adyw tns peydnns npinepiddou zwns tou epap-
pakou ( 2 eBdouddes) xopnyeitan xoAeotupapivn.

Aepiouvopidbn i pebotpetdtn ws npddn emdoyn ;

H AE® avadeikvietan ws éva véo avoootponointikéd avapopds otn Bepansia tns PA kabo-
oov ep@avizel tnv idia pe h kan peyanUtepn enidbpaon ané v MO1T t16oo otn dpactnpidn-
ta s @isypovns oo kar otnv akuvonoyikh eE€MEn tns vooou, kabs kai to 1610 h kan
kanUtepo npo@in aopdneias™=*"# Qgtdao, n olykpion adikei tn AE® nou sivan éva véo
QApHaKo ouyKpEIvOpevo pe tn MOX pe tv onoia n euneipia unepBaiver ta 20 éwn. ‘Adda
OUYKPITKA PEIOVEKTAKATA €ival N guxvotepn eupavion Hidppoias, n napatetapévn xophyn-
on xofeotupapivns petd t diakonn s Bepaneias oe ndoxouoes nou emBupoUv KUNoN Kat
10 UYPNAOTEPO KOOTOS.

Mapd ta dedopéva autd, and noAfols epeuvntés n AED cuviotdtal ws 106810 pe tn MOE
@dppako npwins emioyns"®. Ta cuykpiukd nAgovekthpatd tns ival n taxutepn évapén
dpdosws - 74 nuépes oe ouykpion pe 101 nuépes tns MBI annd ko og oUykpIon e T
ooungacanazivn™ , n peyadutepn BeAtiwon otn Aeitoupyikdtnta twv acBevav™™® kar n
navienns anouaoia d1dpeons nveupoviudas, otopatkwv EAKWY Kal kuttaponevias™,

Luvbuaayoi Aepiouvopidns ;

0 diapopeukods pnxaviopds dpdosws tns AED pe ekeivous tns MO kan wwv avu-TNF napa-
yoviwv odnynoe oe npoonabeies auvduaopévns Bepaneias AEO-MO1T (24) kan AED-avu-TNF
aywyns®.01 npoondBeies autés gaivetal va pnv euodavovtal kabdoo cuvodeuoviar anod
éva napddogo dintuxo peydnns kvikns BeAumoews ka1 noAADV avemBupntwv evepyeimv
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GLUCOCORTICOID-INDUCED OSTEOPOROSIS

Socrates E. Papapoulos
I|' Department of Endocrinology and Metabolic Diseases, Leiden University Medical Center,
Leiden, The Netherlands

Glucocorticoids (GC) are widely used in therapeutics, especially in patients with
inflammatory diseases including rheumatoid arthritis, inflammatory bowel disease,
asthma, chronic lung disease and in organ transplantation. Bone loss and increased risk of
fractures are common and serious complications of GC treatment. The overall incidence of
osteoporosis in patients receiving GC for more than 6 months approaches 50%, making
these drugs the most common cause of secondary osteoporosis. The daily dose and the
duration of treatment (total dose) are important determinants of bone loss and the
development of osteoporosis. Doses of prednisone > 7.5 mg/d (or equivalent doses of
other glucocorticoids) induce significant bone loss, but recent evidence indicates that
lower doses can also adversely affect the skeleton. Bone loss following GC treatment is
biphasic with an early rapid component (during the first 6 months) and a slower
component thereafter. The axial skeleton is more frequently and more severely affected.

Evaluation of the precise action of GC on the skeleton is frequently difficult due to
additional effects of the primary disease, for which these are prescribed for, on the
skeleton and to the presence of risk factors other than GC which may contribute to bone
loss and skeletal fragility. At the tissue level GC after the balance between bone formation
and bone resorption leading to decreased width and loss of trabeculae. Although bone
resorption, especially during the early phase of GC exposure, can contribute to these
changes, the main mechanism responsible for the deleterious effects of GC on bone in
thought to be decreased bone formation. Classically, the effects of GC on bone are
attributed to alteration in the secretion of systemic hormones induced either directly or
indirectly by GC excess leading to a negative calcium balance. In addition, GC decrease the
secretion of adrenal and gonadal steroids by suppressing the secretion of prituitary
hormones. While such changes may help, to some extent, in the interpretation of clinical
findings, they cannot fully explain the findings at the tissue level. Additional evidence
indicates that GC can alter the production of cytokines and growth factors in the bone
microenvironment leading to changes in the bone balance. For example, GC suppress
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osteoprotegerin (OPG) and stimulate the expression of RANKL in osteoblastic cells which
might explain the initial rapid phase of bone loss with treatment. Rocent evidence showed
that a major mechanism responsible for the decreased bone formation induced by GC
treatment is an increase in the rate of osteoblast and osteocyte apoptosis.
Glucocorticoid-induced bone loss is reversible, as has been demonstrated in patients with
Cushing’s syndrome and increased endogenous production of GC. Moreover,
epidemiological data indicate that the risk of fractures in GC-treated patients is
dramatically reduced upon cessation of treatment.

Pharmacological interventions for prevention and treatment of glucocorticoid-induced
osteoporosis are based on our current knowledge of the pathogenesis of the disorder.
They aim at increasing the intestinal absorption of calcium (calcium and vitamin D) and
suppressing bone resorption. No agents for stimulating bone formation successfully are
yet available. However, only few controlled studies have been published. Well-designed,
relatively large studies have been performed only with bisphosphonates (cyclic etidronate,
alendronate, risedronate) which were shown to be effective in the prevention and
treatment of GIOP. It may be that bisphosphonates, apart from reducing bone resorption,
have additional effects on bone such as reduction in the rate of apoptosis of osteocytes as
shown in vitro studies.

As a rule a patient on chronic treatment with GC who has sustained an osteoporotic
fracture should be treated, the treatment of choice being the bisphosphonates, while in
those with no fractures a BMD measurement will determine further action.
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STEM CELL TRANSPLANTATION IN SEVERE AUTOIMMUNE
} DISEASE - CURRENT STATUS AND FUTURE DIRECTIONS

I Prof. Alan Tyndall
Head, Dept. of Rheumatology, Basel/Switzerland

Immunoablation and rescue with autologous hematopoietic stem cell transplantaion
(HSCT) has been applied to around 600 patients world wide suffering from severe
autoimmune disease (AD). The combined EBMT/EULAR data base (107 transplant teams in
21 countries) contains 468 reports, 15 allogeneic (mostly hematological ADs) and the rest
autologous.

Of the 449 mobilised patients, 439 proceeded to transplant, the others either improving
such that transplant was not undertaken, or dying due to AD or transplant related factors.
Autologous HSCT was performed in the following ADs: multiple sclerosis (MS) n=135,
systemic sclerosis (SSc) n=72, rheumatoid arthritis (RA) n=72, juvenile idiopathic arthritis
(JIA) n=51, systemic lupus erythematosus (SLE) n=55, dermato/polymyositis /DM/PM) n=7,
idiopathic thrombocytopenic purpura (ITP) n=12, pure red cell aplasia (PRCA) n=4, and
other rarer disorders in small numbers including myasthenia gravis, Sjoegren's syndrome,
anky-losing spondylitis, vasculitis, cryoglobulinaemia, relapsing polychondritis, Evans
syndrome, autoimmune haemolytic anaemia and inflammatory bowel disease.

Median follow-up is 20 months (1-81) with an interval diagnosis to HSCT of 6 years (1-28).
65% were females with a median age of 34 (2-69).

All patients were treated within the context of phase I/II pilot studies using a limited
number of protocols, as recommended in a consensus statement (1). Most received HSCT
from a peripheral blood source and 45 from bone marrow, mostly children with the
systemic form of JIA (Stills Disease). Mobilisation was mostly performed with a
combination of cyclo-phosphamide (Cy) 2-4 g/ m2 and G-CSF with half as many G-CSF
alone and a few GM-CSF or other regimens.

The graft was purged with CD34 selection only in 195, CD34 selection plus T-cell depletion
in 33 and unmanipulated in 130. The most frequent conditioning regime was Cy 200-150
mg/kg body weight (n=110), followed by Cy plus ATG/ALG (n=90), BEAM +/- ATG (n=75),
Cy plus radiation +/- ATG (n=40) and Busulphan plus Cy +/- ATG. Ten patients received
fludarabine plus other agents.
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An actuarially adjusted one year transplant (procedure) related mortality (TRM) of 7% (4-
10) was observed, with a trend toward more toxicity with the more severe regimens. A
parallelincreased efficacy regarding either remission induction or maintenance has not yet
emerged. Complications and causes of death have been as expected from previous HSCT
experience (mostly infection, bleeding and organ toxicity) , apart from a suggestion that
the heart in SSc is especially sensitive to chemotherapeutic agents .

Outcome was different for the different ADs, and generalisations are not possible.

In SSc 70% of patients achieved a > 25% improvement of the initial skin score ( in most
cases durable) , with a tendency to stabilisation of lung function (2). The TRM of the first
45 cases was 17% , which fell to 12.5% in a second analysis of 65 cases and is predicted
at 7.5% using the new selection criteria. Patients with a mean pulmonary artery pressure
(PAP) of > 50 mm Hg did poorly, both in terms of transplant related adverse events and
lack of reponse. However, in some patients the mean PAP fell after HSCT with symptomatic
improvement. Based on the phase I/Il data a randomised prospective controlled trial has
commenced: Autologous Stem cell Transplantation International Scleroderma (ASTIS)
Trial, comparing HSCT (Cy 4g/m2 mobilisation, Cy 200mg/kg and rabbit ATG 7.5mg/kg
conditioning with a CD34 selected graft versus monthly pulse Cy 750mg/m2 for 12
months. (See website: www.astistrial.com). The primary end point is event free 2 year
survival.

An analysis of the first 85 MS patients showed a progression free survival of 74% ( +/-
12) at three years overall, being higher in secondary progressive (78%) than primary
progressive (66%) MS. In 78 patients data were available concerning MRI gadolinium
enhancing or expanding lesions. In those patients with active lesions preHSCT, these
resolved. Three patients experienced transient disease flare during mobilisation with G-
CSF, and 22 following HSCT. These were mostly transient in all but 6. There were 7 deaths,
5 TRM and 2 progressive disease. A randomised controlled trial is being planned:
Autologous Stem cell Transplantation International Multiple Sclerosis (ASTIMS) Trial,
comparing BEAM and ATG and an unmanipulated graft against mitoxanthrone.

In RA and SLE most patients responded to HSCT but relapse was seen in around two thirds.
In the first 76 RA patients, all of whom had failed multiple disease modifying
antirheumatic drugs (DMARDs), 67% achieved a 50% improvement in a panel of response
parameters (ACR50), and in those relapsing, a response to DMARDs which were ineffective
pre-transplant, was often observed. Most received Cy 200mg/kg as conditioning with an
unmanipulated graft in 28. There was only one TRM, a patient with Busulphan / Cy and
an incidental lung carcinoma. A randomised controlled trial: Autologous Stem cell
International Rheumatoid Arthritis (ASTIRA) Trial will soon begin in which all patients are
mobilised with Cy 4g/m2 and then either HSCT (Cy 200mg /kg and an unmanipulated
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graft) or continued DMARD treatment.

A preliminary review of the SLE data (48 evaluable patients) showed that all respond, with
a relapse in around 40%. As with RA, many relapses responded to simple agents, and
average daily corticosteroid dose could be reduced in many. A TRM of 11% in this first
series was seen, probably reflecting the fact that such patients are seriously ill with vital
organ involvement at the time of transplant. More phase II data concerning patient
selection and maintenance therapy post transplantation will be undertaken.

JIA patients have shown a sensitivity to toxicity (macrophage activation syndrome) if
systemically active at the time of transplant. Many responded well (15 complete and 3
partial remissions) and further phase II data is being generated concerning non radiation-
based regimens and patient selection.

Data on 16 cases of refractory autoimmune cytopenias showed a response in 8, four of
whom experienced complete remission. There were 3 deaths, 2 from haemorrhage and 1
haemolysis.

The EBMT collects data on all non USA autoimmune disease patients undergoing HSCT.
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IMMUNOMODULATION WITHOUT IMMUNOSUPPRESSION
FOR THE TREATMENT OF AUTOIMMUNE DISEASES
THE HOLY GRAIL

I Prof. Alan Tyndall
E Head, Dept. of Rheumatology, Basel/Switzerland

Autoimmune diseases have been defined as "a clinical syndrome relating from the
activation of T and/or B cells in the absence of discernible infectious agents" . However,
this paradigm based on the adaptive immune system underestimates the role of the innate
immune system initiation and perpetuation of autoimmune reactions”. In fact, there is
little difference between self- and non-self-antigenic epitopes, apart from the
circumstances and environment in which they are presented, the so-called "Danger
model"?.

In the 1970's plasmapheresis was begun to remove putative antibodies and/or factors
from the blood. Apart from Goodpasture’s syndrome and Guillain-Barré’s syndrome, no
lasting positive effects were established despite attempts to couple plasmapheresis with
pulsed cyclophosphamide in SLE.

During the next decade pooled immunoglobuline therapy was expanded from the original
observation in idiopathic thrombocytopenic purpura (mechanism Fc receptor blockade) to
Kawasaki syndrome (super antigen neutralisation) and dermatomyositis (complement
inactivation). These mechanisms are also not quite clear, but since then nearly every
autoimmune disease has been treated with variable anecdotal success. However,
prospective multicenter randomised placebo-controlled trials are few. An international
consensus meeting will take place in Berne/Switzerland in February 2003 in an attempt to
define the role of this expensive but relatively non-toxic therapy.

Also in the 1980's and 1990's targeted therapy to factors considered important in
autoimmune disease pathogenesis blossomed. First attempts with anti-CD4 (helper T cell)
monoclonal antibody in rheumatoid arthritis were disappointing, possibly related to
depleting versus blocking effects, batch variability and problems with delivery of the
monoclonal antibody to the synovium. Less specific agents such as the panlymphocyte
monoclonal antibody CAMPATH 1H (anti CD52) were effective in small series (rheumatoid
arthritis, Wegener's granulomatosis, multiple sclerosis), but despite prolonged
lymphopenia, autoimmune disease often returned. In addition, second organ specific
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autoimmune disease such as thyroid disease, often appeared (in one series 30% of MS
patients). This emergence of second autoimmunity organ-specific has also been observed
after treatment with non-specific antihuman lymphocyte serum from rabbit or horse.

The most successful targeted therapy has been in the 1990's and 2000 with anti-TNF-alpha
antibodies and receptor trapping. However, being downstream from the initiation of the
autoimmunity disease tends to return as soon as the blockade is ceased.

Modulating the T cells step of "go or stop”, i.e. activation versus apoptosis / anergy is
currently being tried with the CTLA4-Ig construct. CTLA4 (CD152) is a co-receptor with
CD28 on lymphocytes, the so-called second signal without which a T cell will undergo
apoptosis or anergy. The antigen presenting cell (APC) will engaged this second signal
through its B71 and B72 (CD80 and CD86 ligands). If CD28 is activated, the T cell receives
a positive signal, but with CTLA4 a negative "stop" signal occurs. The CTLA4 receptor has
been engineered combined with an immunoglobuline chain and binds with high affinity
to the APC CD80 and CD86 ligands. This prevents any second signal and is of higher
affinity than the CD28 receptor on the T cell. This strategy has been successfully used in
psoriasis and rheumatoid arthritis and is moving forward to phase II placebo double-blind
randomised controlled trials in rheumatoid arthritis.

Another approach has been to ablate the autoaggressive immune system and reconstitute
it with autologous haemopoietic stem cell transplant in an attempt to reset the process
back to the pre-autoimmune disease state. Some 600 patients world wide have received
an autologous haemopoietic stem cell transplantation for the treatment of a severe
autoimmune disease resistent to conventional treatment. Most of these have had
progressive multiple sclerosis, scleroderma, rheumatoid arthritis, juvenile idiopathic
arthritis or SLE. Results so far have been encouraging with around 2/3 of patients
responding, but with some relapse and a transplant related mortality of around 7%,
different between the different autoimmune diseases. Randomised prospective controlled
trials are proceeding.

While the cause of autoimmune disease remains unknown, treatment strategies will by
definition continue to be non-specific with control rather than cure.
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of self and nonself by the innate immune system.
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THE CLINICAL SPECTRUM OF GIANT CELL (TEMPORAL)
"% ARTERITIS

Gene G Hunder, MD
I|' Professor, Consultant, Internal Medicine and Rheumatology,
Mayo Clinic and Mayo Medical SAchool, Past Chair, Division of Rheumatology

Giant cell (temporal) arteritis is a chronic vasculitis of large and medium size vessels which most commonly
occurs among individuals over 50 years of age”. In this age group, the prevalence is approximately 200 per
100,000 persons®. Although it may be generalized, vessel inflammation most frequently involves the cranial
branches of the arteries originating from the aortic arch®®. the different vasculitic disorders).

CLINICAL MANIFESTATIONS - Although many of the clinical and laboratory
manifestations of GCA are nonspecific, some characteristic findings may suggest the
disorder.

Symptoms - The onset of the symptoms in GCA tends to be gradual, but can be abrupt.
Systemic symptoms are often present and include fever (in up to one-half of cases),
fatigue, and weight loss. Although the fever is usually low grade, it can reach 39°C to 40°C
in about 15 percent of affected individuals, suggesting an infectious process®.

Most patients have symptoms due to inflammation, narrowing, and/or occlusion of
characteristic arteries at some time during the course of the illness. Common findings
include®:

Head pain - A new headache occurs in two-thirds of affected individuals. The pain tends
to be located over the temporal areas but may be frontal or occipital in location. The
headaches may be mild or severe with a variable course. They may become progressively
worse, but can subside before treatment is started in some cases. Tender temporal or
occipital arteries are found in approximately one-third of patients.

Jaw claudication - Nearly one-half of patients suffer from jaw claudication. In some cases,
a trismis-like symptom occurs, rather than fatigue of the chewing muscles. Other findings
that can be seen include tongue or throat pain, or claudication with eating.

Visual loss - Permanent partial or complete loss of vision in one or both eyes has been
observed in 15 to 20 percent of patients in most series”. Impaired vision is often an early
manifestation of the disease. Affected patients typically note an abrupt partial field defect
in one eye, which may progress to total blindness. If untreated, the second eye is likely to
become affected within one to two weeks. It is rare, however, for patients to become
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completely blind in both eyes. Transient visual loss or diplopia is less frequent but may
precede permanent visual loss.
In patients with visual loss, fundoscopic examination shows changes of ischemic optic
neuropathy with a swollen pale disc and blurred margins. In those with permanent visual
loss, later findings include optic atrophy with a pale, flat disc.
Arm claudication - In approximately 15 percent of cases, the branches of the aortic arch,
particularly the subclavian and axillary arteries, become sufficiently narrowed to produce
arm claudication®®, Such patients may be clinically distinct from those with classic cranial
artery involvement. One study characterized the clinical features of 74 patients with
angiographically diagnosed subclavian/axillary GCA (large-vessel GCA) and 74 patients
with biopsy-proven temporal artery GCA (cranial artery GCA) [8]. Compared to those with
cranial artery GCA, patients with large-vessel GCA had the following clinical
characteristics (all comparisons were p<0.001):

*The mean age at disease onset was younger (66 versus 72 years).

*The percentage of females was greater (88 versus 78 percent).

*The presence of arm claudication at presentation was more common (51 versus zero

percent).

*Headaches were less frequent (14 versus 57 percent).
Among the 57 patients with large-vessel GCA in whom a temporal artery biopsy was
eventually performed, positive findings were found in only 33 (58 percent).
Polymyalgia - Polymyalgia rheumatica (PMR) is characterized by aching and morning
stiffness in the shoulder, hip girdles, neck and torso; an erythrocyte sedimentation rate
over 40 mm/h (Westergren) is also usually included in its definition®. The presence of fever
in PMR is less common than in GCA. A high spiking fever occurs in 10 to 15 percent of
patients with GCA, but is rare in cases of "pure” polymyalgia rheumatica who do not also
have overt GCA.
Polymyalgia rheumatica is closely linked to GCA, occurring in about one-half of patients.
On the other hand, GCA is found in about 15 percent of patients with PMR™". The exact
nature of the relationship between these two syndromes is not completely understood.
The population of patients affected and the genetic susceptibility are identical. However,
some patients have symptoms and findings limited to GCA or to PMR throughout the
course of their illness, while others have manifestations of both, either simultaneously or
at different times.
Tenosynovitis - Musculoskeletal symptoms, in addition to those of PMR, have been
observed in patients with GCA. In a cohort of 128 patients, for example, peripheral
synovitis, distal extremity swelling with pitting edema, swelling without pitting edema,
tenosynovitis, and carpal tunnel syndrome developed in 23, 13, 5, 6, and 2 patients,
respectively™. The onset of most symptoms occurred within two years of the initial
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diagnosis.
Upper respiratory — About 10 percent of patients have upper respiratory symptoms. These
include a cough which is usually nonproductive, and sore throat which may be very
severe™. Pulmonary symptoms are rare.
Aneurysms - The development of thoracic aortic aneurysms is a late and potentially
serious complication of GCA that warrants ongoing monitoring.
Cancer risk - It is unclear if there is an association between GCA and malignancy. A
prospective, controlled study of 185 patients with PMR and GCA and 925 matched
controls found no increase in cancer risk for the whole patient population but 2.35-fold
higher risk in those with a temporal artery biopsy demonstrating vasculitis™. Malignancy
occurred at a mean of 6.5 years after the diagnosis of PMR or GCA, making a
paraneoplastic syndrome unlikely. The latter is a potentially important issue because
occasional patients with tumors have a paraneoplastic syndrome with diffuse muscle and
joint pains that can mimic polymyalgia™*. Such patients do not respond to prednisone
but do respond to removal of the tumor'™,
Others - Other presentations are unusual. GCA may rarely present as a tumor-like mass,
as the syndrome of inappropriate antidiuretic hormone secretion (SIADH), as mononeuritis
multiplex, or as nonocular central nervous system ischemia, including transient ischemic
attacks (TIA) and stroke!*2",
Physical examination - The patient with GCA often appears chronically ill on physical
examination. Specific findings related to involvement of characteristic arteries may be
present:
eTender or thickened temporal or other cranial arteries which may be visibly swollen
and erythematous.
*Bruits may be heard on auscultation of the carotid or supraclavicular areas, over the
brachial or axillary arteries, or rarely over the orbits.
¢In patients with PMR, active range of motion of the shoulders, neck, and hips is limited
due to pain. The shoulders may be tender to palpation but these findings are usually
less prominent than expected given the severity of the symptoms. Approximately 15
to 20 percent of cases have mild to moderate synovitis, especially in the wrists and
knees®".
Laboratory findings — A characteristic laboratory abnormality seen in most patients with
GCA is a very high erythrocyte sedimentation rate, which often reaches 100 mm/h or more
according to the Westergren method. Less striking elevation or even normal values may
occasionally be seen. However, rates of less than 30 mm/hr are associated with a likelihood
ratio of GCA of only 0.02%.
Other acute phase changes may also be present, such as increases in C-reactive protein,
fibrinogen, and alpha-2 globulins, and a decrease in the serum albumin concentration®",
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Occasional patients with symptoms typical of PMR including a rapid response to steroid
therapy have a normal ESR (see below).
Other findings include:

*A normochromic anemia (generally present prior to therapy), a normal leukocyte
count, and, in most cases, a reactive thrombocytosis.

* Microscopic hematuria in as many as one-third of patients®. The hematuria is thought
to be of glomerular origin but renal biopsies have not been performed in these
patients.

eNormal or slightly elevated complement and immunoglobulin levels. Other
immunologic tests are occasionally abnormal, such as elevated antinuclear antibody
titers, but are not diagnostically helpful.

eIncreased hepatic enzymes, such as AST and alkaline phosphatase, occur in 25 to 35
percent of patients. These tests revert back to normal with glucocorticoid therapy.
Liver biopsy has shown nonspecific changes.

eIncreased plasma factor VIII/von Willebrand factor levels. This finding is possibly
related to vascular inflammation. The levels remain elevated after the initiation
corticosteroid therapy and then tend to slowly return toward normal over a period of
months®.

oElevated interleukin-6 levels in serum which appear to be closely related to the clinical
disease activity”. This test is not routinely available and its clinical utility remains to
be proven. (See "Pathogenesis of giant cell (temporal) arteritis").

The presence of certain symptoms and/or laboratory abnormalities suggestive of a
heightened inflammatory status may be associated with a greatly reduced risk of
developing cranial ischemic events. In one retrospective study, the presence of fever,
weight loss, ESR greater than 85 mm/hr or a hemoglobin level less than 11.0 gm/dL was
correlated with the presence or absence of ischemic complications in 200 consecutive
patients with biopsy proven GCA®. Patients without a strong acute phase inflammatory
response had a high risk of developing ischemic events (odds ratio of 5). If these findings
are verified in subsequent reports, they may form the rationale for the development of
different treatment regimens in patient subsets. The presence of a low inflammatory
response in patients with GCA may therefore add risk and prompt a rapid therapeutic
intervention.

DIAGNOSIS - The diagnosis of GCA should be considered in a patient over the age of 50
who complains of:

*Headache

¢ Abrupt loss of vision

o Symptoms of polymyalgia rheumatica, which can occur without signs of vasculitis

*Unexplained fever or anemia
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*High erythrocyte sedimentation rate
Although a substantially elevated erythrocyte sedimentation rate (ESR) is considered one
of the hallmarks of the disease, values below 40 mm/h can occasionally occur®®. This is
most likely to occur in patients with limited disease (particularly polymyalgia rheumatica)
and those who have been treated with corticosteroids.
The manifestations of GCA, however, can vary and may be transient. As a result, patients
in whom the disease is suspected should be questioned carefully about both current and
recent symptoms. The arteries of the head, neck, upper torso, and arms should be
palpated for tenderness, enlargement, or thrombosis; these arteries should also be
auscultated for the presence of bruits.
Arterial biopsy - Temporal artery biopsy is suggested in all cases of suspected GCA The
necessity for biopsy is less clear in patients with polymyalgia rheumatica who do not have
specific clinical findings of arteritis such as headache, temporal artery tenderness, and jaw
claudication. The chances of a positive temporal artery biopsy are low (10 to 15 percent)
and vascular complications such as blindness are infrequent if musculoskeletal symptoms
are mild and of recent onset, or if symptoms are stable and of long duration. As a result,
it may be possible to closely follow such patients without biopsy. In one prospective study
of 287 patients with GCA, for example, only 3 of 68 patients (4.4 percent) with a clinical
diagnosis of "pure” polymyalgia rheumatica had positive findings on temporal artery
biopsy™.
A tender or swollen segment of the temporal artery should be chosen for biopsy if
present, since inflammatory involvement may be focal. Although the temporal arteries are
most accessibly for biopsy, the occipital or facial artery can be biopsied if it is clearly
abnormal.
When biopsying an artery that is visibly abnormal on examination, only a small specimen
may be needed for histopathologic review. It is important, however, to biopsy a longer
segment of the temporal artery (3 to 5 cm) and to sample histologic sections at several
levels when the extracranial arteries are not obviously abnormal. In addition, if the first
biopsy is normal, consideration should be given to a biopsy of the contralateral artery®".
Whenever possible, it is advisable to perform a temporal artery biopsy prior to the
initiation of treatment in order to maximize the possibility of an accurate diagnosis.
However, resolution of the inflammatory infiltrate occurs slowly after treatment; as a
result, temporal artery biopsy specimens may show a persistent arteritis several weeks
after the initiation of glucocorticoid therapy™*!. In a report of 535 patients from the Mayo
Clinic, the incidence of a positive biopsy was similar in those who had not and who had
been treated with corticosteroids (31 and 35 percent, respectively)®. The patients who
had been treated had more clinical features suggestive of vasculitis. As noted above,
biopsy can be deferred in PMR when no symptoms or signs of GCA are present. However,

107



MPAKTIKA XVII MANEAAHNIOY XYNEAPIOY PEYMATOAOITAL o ABnhva, 27-30 NoguBpiou 2002

close follow-up is important because a small proportion of such patients evolve to GCA
within several months.
Mathematical models, based upon clinical and laboratory data which suggest a clinical
diagnosis of GCA, have not been successful in predicting a positive temporal artery biopsy.
However, in another analysis of the 535 patients with temporal artery biopsies, the
presence of the following findings correlated with a 95 percent probability of a negative
temporal artery biopsy®:
*The presence of synovitis, which suggests an alternative diagnosis
¢ A normal or mildly elevated erythrocyte sedimentation rate (<40 mm/h)
¢ Absence of jaw claudication
¢ Absence of temporal artery tenderness
Although a negative temporal artery biopsy poses the same clinical dilemmas as any
negative test result, the results of a temporal artery biopsy can help predict the
subsequent need for glucocorticoid treatment in patients suspected of having GCA, and
correlates with the severity of disease at presentation:
oIn one study of 134 patients in whom a temporal artery biopsy had been performed,
46 patients had a positive biopsy®. Among the remaining 88 patients with negative
biopsy results, only eight were considered to have GCA at admission or during the
follow-up period on the basis of classical clinical findings, subsequent additional
temporal artery biopsy, or autopsy. Thus, the temporal artery biopsy correctly
predicted subsequent glucocorticoid requirements in approximately 94 percent of all
patients in whom the procedure was performed.
oIn a prospective study, the clinical findings at disease presentation of 207 biopsy-
positive and 85 biopsy-negative patients with GCA were compared®.. Visual problems,
blindness, and jaw claudication were more frequent in biopsy-positive cases, while
headache and PMR were more common in those with negative biopsies. A positive
biopsy is therefore associated with more severe initial disease.
Ultrasonography - Abnormalities have been found on ocular pneumoplethysmography
(reduced ocular blood flow) or ultrasound examination of the temporal artery in patients
with GCA®*!, Data on the diagnostic usefulness of ultrasonography for prediction of
temporal artery biopsy results are mixed:
One prospective study evaluated the sensitivity and specificity of color duplex high-
frequency ultrasonography in 82 consecutive patients suspected of having GCA or PMR™,
Ultrasonographic abnormalities included stenoses, occlusions, and a 'halo’ surrounding
the lumen of the vessel. Imaging results were compared to the final clinical diagnosis,
results on temporal artery biopsy in 49 patients, and ultrasonographic findings in 30
control individuals. The principal results were as follows:
¢ An abnormal finding on ultrasonography was observed in 28 of the 30 patients with
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a diagnosis of GCA (93 percent) compared to only 6 of 82 patients (7 percent) without
temporal arteritis.
* A halo was found in 22 of the 30 patients with GCA, but in none of those without the
disorder (specificity of 100 percent).
Since the specificity of a 'halo’ was 100 percent, the authors concluded that finding a halo
on ultrasonographic examination of the temporal artery may preclude the requirement of
a biopsy for the diagnosis of GCA.
Another prospective study of duplex ultrasonography in 86 patients with suspected PMR
or GCA who later had temporal artery biopsy found that the sensitivity of the finding of
a hypoechoic halo was only 40 percent. None of the 15 patients with positive biopsies
had temporal arteries that were normal to palpation yet had an ultrasonographic halo.
Thus, ultrasonography appears to offer little advantage over careful physical examination.
The results of ultrasonography have yet to change our recommendation concerning the
requirement for a diagnostic biopsy™.
Other studies - An angiographic examination of the aortic arch and its branches may show
abnormalities among those with symptoms or findings of large artery involvement®*,
Computerized tomographic scanning and magnetic resonance angiography can also detect
large artery involvement, but overall vascular changes are not defined as clearly as they
are by angiography.
Results using position emission scanning suggest the presence of subclinical inflammation
of the great vessels (as shown by increased uptake of radiolabeled glucose analog) in some
patients with GCA or PMR*", Among 25 patients with either PMR or GCA, 56 percent had
increased uptake of the radioisotope in the great vessels as compared with only 2 percent
of healthy controls. The clinical significance of this finding is unclear.
Classification criteria - Criteria for the classification of GCA have been formulated by the
American College of Rheumatology in an attempt to differentiate it from other forms of
vasculitis“?; these criteria should be used in any study of this disease. The symptoms and
findings of 214 patients with the diagnosis of GCA were compared to the clinical findings
of 593 patients with other forms of vasculitis. In a patient with vasculitis, the finding of
three of the following five criteria was associated with a 94 percent sensitivity and a 91
percent specificity for the diagnosis of GCA:
¢ Age greater than or equal to 50 years at time of disease onset
sLocalized headache of new onset
eTenderness or decreased pulse of the temporal artery
oErythrocyte sedimentation rate greater than 50 mm/h (Westergren)
eBiopsy which includes an artery, and reveals a necrotizing arteritis with a
predominance of mononuclear cells or a granulomatous process with multinucleated
giant cells
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If an elevated ESR is excluded, but scalp tenderness and claudication of the jaw, tongue,
or with deglutition are added as criteria, sensitivity for the diagnosis is now 95 percent
with a specificity of 91 percent. The criteria for the diagnosis of PMR are discussed
elsewhere. (See "Polymyalgia rheumatica").

Differential diagnosis - The symptoms, findings, or histopathology of polyarteritis nodosa,
Wegener's granulomatosis, Takayasu's arteritis and other vasculitides may overlap with
those of temporal arteritis, possibly confounding the diagnosis.

eThere is generally little difficulty in distinguishing GCA from polyarteritis nodosa,
hypersensitivity vasculitis, and Wegener's granulomatosis because of the different
distribution of lesions, histopathology, and organ involvement. In occasional cases,
however, these forms of necrotizing vasculitis have appeared to involve the temporal
artery and, in rare instances, there is some overlapping histopathology™.

*GCA can be distinguished from isolated angiitis of the central nervous system,
Takayasu arteritis, and other similar arteritides by the age of the patient and the
distribution of lesions®*!. However, the histopathologic findings and
roentgenographic changes among these vasculitides may be indistinguishable in
selected patients.

In rare cases, nonvasculitic disorders can mimic some of the major findings in GCA. As an
example, jaw claudication or arm claudication occur in patients with amyloidosis and
vascular involvement™. Lyme disease can also mimic some of the findings in GCA.
Another useful diagnostic feature is the typically rapid response to steroid therapy in GCA
or polymyalgia rheumatica. The diagnosis of GCA should be reevaluated in a patient who
is resistant to steroids. One such patient has been reported who was eventually shown to
have Lyme disease by the detection of B. burgdorferi in the cerebrospinal fluid“”. The
patient's symptoms improved dramatically after the institution of ceftriaxone.
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POLYMYALGIA RHEUMATICA: CLINICAL MANIFESTATIONS,
\"& DIFFERENTIAL DIAGNOSIS, AND MANAGEMENT

Gene G. Hunder, MD
“ Professor, Consultant, Internal Medicine and Rheumatology,
; Mayo Clinic and Mayo Medical SAchool, Past Chair, Division of Rheumatology

Giant cell (temporal) arteritis is a chronic vasculitis of large and medium size vessels which most commonly
occurs among individuals over 50 years of age'”. In this age group, the prevalence is approximately 200 per
100,000 persons?. Although it may be generalized, vessel inflammation most frequently involves the cranial
branches of the arteries originating from the aortic arch®®. the different vasculitic disorders).

Polymyalgia rheumatica is a clinical syndrome that affects persons who are middle-aged
and older. Its frequency increases progressively in persons older that 50 years.
Occasional patients develop this condition in their late 40's, but 80% to 90% are older
that 60 years when symptoms begin. This syndrome is characterized by aching and
morning stiffness in the proximal portions of the extremities and torso, and a systemic
inflammatory reaction is usually present?®. In severe cases, pain may confine patients to
bed. The course of polymyalgia rheumatica is variable, but in most instances, the
symptoms tend to resolve gradually within 1 to 2 years®.

Incidence

Polymyalgia rheumatica has been reported to occur most frequently in central and
northern Europe and in the United States. The incidence, however, appears to vary in
different locations. In the United States, for example, an epidemiological survey done in
Olmsted County, MN, identified 252 cases over a 22-year period”. The average annual
incidence among persons 50 years and older was 53 new cases per 100,000. The incidence
varied over the period of observation, but no significant upward or downward trend was
found. An increasing incidence after the age of 50 was noted, with the highest being
about 130 persons between 70 and 80 years old. The prevalence of polymyalgia
rheumatica, both active and remitted, was approximately 6 in 1,000 persons 50 years or
older, or about 1 in 160 persons in this age group. It is about half as common as
rheumatoid arthritis.

Recent reports from Scandinavia describe even higher annual incidence rates. A
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Norwegian county reported an annual rate of 68 per 100,000 persons over the age of 50
years[3]. In a further study, a seasonal variation was noted, which suggested a possible
relationship to an infectious precipitating agent®. In southern Europe, the conditions
appear to be less common. In Italy, for example, an annual rate of 12 per 100,000 was
observed.

Etiology and Pathogenesis

The cause of polymyalgia rheumatica is uncertain. Although the increasing frequency
among persons older that 50 years indicates a relationship to the aging process, the
factors underlying this observation are not yet understood. The reports of familial
aggregations and of the high incidence in northern Europe and the United States among
populations with similar ethnic backgrounds indicate a genetic or hereditary
predisposition. The frequency of polymyalgia rheumatica in black populations has been
very low.

Studies of human leukocyte antigens (HLAs) in polymyalgia rheumatica have shown a
significant association between the clinical syndrome and HLA-DR4®. Investigations have
identified a polymorphic sequence within the second hypervaiable region of the HLA-DRB1
gene. The gene sequence is present in both HLA-DR4 and several other HLA-DR types that
are commonly found in these patients. This sequence stretch appears to be located on the
floor of the antigen-binding cleft of the HLA-DR molecule on the surface of antigen-
presenting cells. Thus, it could have implications concerning a specific type of antigen
related to initiating the disease.

Although joint swelling is not a prominent finding in most patients with polymyalgia
rheumatic, small effusions occur in many individuals. Moreover, over the past 20 years or
more, a number of authors have reported the results of biopsies of symptomatic joints,
such as wrists, shoulders, and knees that have shown synovitis. Most investigators have
concluded that inflammation in proximal joints and periarticular structures and
tenosynovitis are major causes of the symptoms in polymyalgia rheumatica. On
examination, however, there often seems to be a paucity of findings in proportion to the
severity of the symptoms. Muscle testing, electromyograms, and muscle biopsies have not
shown abnormalities that could adequately account for the muscluloskeletal discomfort.
On the other hand, some there is also some evidence that arteritis in proximal vessels in a
likely contributor to the aching and stiffness. The Nordborgs among others have noted
that approximately 15% of patients with polymyalgia rheumatica who have no symptoms
of vasculitis did, upon thorough study of specimens, show positive temporal artery
biopsies.”. But patients with giant cell arteritis (temporal arteritis) who have an aortic
arch syndrome with prominent involvement of the arm arteries often have no
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musculoskeletal pains. Although the finding strengthened a link between vasculitis and
polymyalgia rheumatica, vasculitis in symptomatic proximal areas has seldom been
demonstrated histologically.

Nevertheless, the finding of the Nordborgs and others suggest that in many cases of
polymyalgia rheumatica some degree of scattered vasculitic involvement could be present.
The findings of Weyand and colleagues document this more firmly®. These investigators
first identified messenger RNA (mRNA) specific for macrophage and T-cell-derived
cytokines in temporal artery specimens from patients with giant cell arteritis. Macrophage
activation was indicated by intramural production of inter leukin-1B, interleukin-6, and
transforming growth factor-B: T-cell activation was indicated by the production of
interleukin-2 and interferon-gamma. The cyokine pattern was that of a TH1 response.
Perhaps somewhat unexpectedly, biopsy specimens from patients with polymyalgia
rheumatica also showed evidence of mRNA of most cytokines, even when histologic
examination of the biopsy specimens showed no evidence of vasculitis. An important
difference, however, was that polymyalgia rheumatica artery specimens did not contain
interferon-g, suggesting that this cytokine may be crucial to the development of overt
vasculitis. These findings support the concepts that an active immune response is present
in the blood and the vessel walls of patients with giant cell arteritis, and that some
vascular involvement is present in patients with polymyalgia rheumatica. Other studies
have identified soluble forms of endothelial leukocyte adhesion molecule (ELAM-1) and
interleukin-2 receptors in sera from patients with polymyalgia rheumatica and giant cell
arteritis, further documenting vascular tissue involvement in an immune response.

Clinical Features

In most series of cases of polymyalgia rheumatica the mean age at onset is approximately
70 years, with a range, as previously defined, about 50 years or slightly younger to more
that 90 years. Patients are usually in good health before developing polymyalgia
rheumatica, and the onset is generally gradual, although occasionally it is abrupt. Women
are affected approximately twice as often as men are. Fatigue and malaise are common.
A minority of individuals has a low-grade fever. High-spiking fevers, although rare in
polymyalgia rheumatica, are occasionally seen in giant cell arteritis.

The aching may be asymmetric early in the course of the syndrome but later involves both
sides of the body. In the majority of patients, the shoulders and arms are the first areas
to become painful - the arm pain is usually referred pain from the shoulders. With time,
the symptoms extend from the initial involvement to other proximal regions and
sometimes to distal areas of the body. Morning stiffness and stiffness after other periods
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of inactivity are usually prominent.

Morning stiffness is similar to that seen in rheumatoid arthritis and is accentuated during
minor movements of the affected joint areas. For example, turning over in bed, getting
up from a chair, or putting on a shirt or other clothing may become very difficult. With
severe symptoms, aching is more continuous and patients may become quite disabled.
Although movement of the proximal joints produces the discomfort, it is often sensed by
or, as noted above, referred to the proximal extremities rather that the joints themselves.
The pain characteristically disturbs sleep, and movement during the night may awaken the
patient.

Muscle testing usually reveals reasonably normal muscle strength, although testing is
difficult because pain with movement often causes a less that maximal effort by the
patient. Isometric testing yields the best results. Later in the course of the disease, muscle
atrophy with attendant weakness results from lack of muscle use. Shoulder capsule
contractures may result in restricted passive and active movement.

A careful physical examination may reveal small effusions in the knees, wrist, and
sternoclaviciular joints. In hips and shoulders, however, which are covered by larger
muscles, minimal effusions or mild synovitis cannot be detected on physical examination.
Synovitis has been documented by biopsies, synovial fluid analysis, and joint scintiscans®'.
Diffuse distal extremity swelling and pitting edema have been described in polymyalgia
rheumatical. In the Olmsted Count, MN population-based cohort of 252 patients with
polymyalgia rheumatica described earlier, 19 patients (13 women and 6 men) had one or
more episodes of painful distal extremity swelling with pitting edema™. In 11 of these
patients, the swelling and edema developed concurrently with proximal polymyalgia
rheumatica symptoms. In 2 patients, distal swelling was the initial manifestation, and in
6, the distal symptoms developed during a relapse or recurrence of the syndrome. Both
lower and upper extremities were affected, usually symmetrically. The swelling appears
to represent tenosynovitis and synovitis of regional structures, although an element of
lymphedema may also be present.

Distal extremity symptoms respond promptly to glucocorticoids. Patients with these
symptoms should be distinguished from those with the syndrome of remitting
seronegative symmetrical synovitis with pitting edema (RS3PE syndrome) first described by
Daniel McCarty and coworkers.

Relation of Polymyalgia rheumatica to Giant Cell Arteritis

Early investigators reported occasionally finding temporal artery biopsies positive for giant
cell arteritis in patients with polymyalgia rheumatica who had no obvious symptoms or
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signs of vasculitis. Later reports show a great variability in the frequency of arteritis in
patients with polymyalgia rheumatica. In some studies no cases were found, and others
as many as 80% of patients had arteritis. These differences were most likely due to case-
selection bias. In more inclusive recent surveys of patients with polymyalgia rheumatica,
giant cell arteritis has been found in 15% to 20% of patients based on clinical findings and
temporal artery biopsy results. When no symptoms or signs of arteritis are present, the
frequency of giant cell arteritis is lower and may differ from one population to another.
Work that I believe is most reliable indicates that 10 to 15% of patients with polymyalgia
rheumatica without overt signs or symptoms of vasculitis have positive biopsies (blind
biopsies) for the condition®.

In studies focusing on patients with giant cell arteritis, polymyalgia rheumatica has been
noted in about 40% to 60% if individuals and has been an initial presentation in 20% to
40%. Thus, in the approximately 50% of patients with giant cell arteritis who also
developed polymyalgia rheumatica, aching and stiffness may appear as the first
manifestation or at any time later in the course of the disease. Mild aching and stiffness
may persist for months or years after signs of giant cell arteritis have remitted and drug
therapy is reduced or discontinued. Aside from the symptoms related to the vessels, few
differences have been noted between patients with polymyalgia rhematica who have
been shown to have giant cell arteritis and patients whose temporal artery biopsies are
normal.

The intimate relationship between these two conditions suggests the likelihood that an
etiologic trigger might elicit either one or both pathologic processes in a host who has a
genetic or an unknown susceptibility.

Laboratory Studies

Hematologic tests: The following nonspecific findings related to the inflammatory process

are common among patients with polymyalgia rheumatica:

- A mild-to-moderate normochromic anemia is usually present during the active phase of
the disease.

- The platelet count is increased.

- Leukocyte and differential counts are generally normal

- A markedly elevated erythrocyte sedimentation rate is characteristic. Levels reaching
higher that 100 mm per hour (Westergren method) are not uncommon. In a minority
of cases, however, the sedimentation rate is normal in untreated cases of polymyalgia
rheumatica. The frequency of normal sedimentation rates has varied in different
reports, but some series have reported normal rates in as many as 10% to 20% of cases.
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The variations have resulted in a search for better markers of active disease.
Interleukin-6 measurements in serum have been found to more closely reflect the
degree of inflammation, but this cytokine assay is available in most clinical
laboratories'".

- An elevated C-reactive protein generally parallels the sedimentation rate, but may be
more sensitive in some instances'”. The sedimentation rate is influenced by a variety of
factors unassociated with inflammation and the C-reactive protein is another
convenient test to help support the presence of an inflammatory process.

- Plasma protein changes include a decreased concentration of albumin and increased
concentrations of alpha-2 globulins, fibrinogen and other acute phase reactants.
Concentrations of plasma factor VIII/von Willebrand’s factor are also elevated.

- Antinuclear antibodies and rheumatoid factor are generally negative. Some sera
contain an antineutrophil cytoplasmic antibody against an unidentified antigen. The
presence of serum anticardiolipin has been reported in some patients with
polymyalgia rheumatica. Its significance is unknown, but patients do not have
vascular thromboses.

— Liver tests are mildly abnormal in up to 25% of patients with polymyalgia rheumatica.
The most common abnormality is increased alkaline phosphatase.

- Renal function test and urinalyses are normal.

- Muscle evaluation shows no evidence of inflammation. This includes serum creatine
kinase, electromyograms, and muscle biopsies. Muscle atrophy may develop, probably
as a result of inactivity.

- Synovial fluid analyses when done in patients with joint effusions shows evidence of
mild inflammation, including leukocyte counts of 1,000 to 20,000 and 40% to 50%
neutrophils. Synovial biopsies reveal lymphocytic synovitis.

Diagnosis

Definitions of polymyalgia rheumatica frequently include the presence of aching and
morning stiffness in two of the three commonly affected areas (shoulder girdle, hip girdle,
neck and torso) for 1 month or longer, accompanied by evidence of systemic inflammation
- usually an elevated erythrocyte sedimentation rate elevated above 40 to 50 mm per
hour determined by the Westergren method . Some diagnostic criteria have also included
a rapid response to small doses of glucocorticoids, such as 10 to 15 mg of prednisone per
day.

In some respects, the diagnosis of polymyalgia rheumatica is a process of exclusion.
Conditions to consider in the differential diagnosis of polymyalgia rheumatica include
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rheumatoid arthritis, viral myalgia, polymyositis, osteoarthritis, fibromyalgia, depression,
occult infection, occult malignance, hypothyroidism.

Typical polymyalgia rheumatica may occasional develop in person in their late 40s or in
persons with a normal sedimentation rate as noted. Such patients should be managed
similarly to more usual cases.

Drug Therapy

Once polymyalgia rheumatica is diagnosed, most patients should be started on
glucocorticoid treatment. Patients who have additional symptoms of giant cell arteritis
should have a temporal artery biopsy performed. If a biopsy cannot be done promptly,
glucocorticoid treatment may be started immediately to prevent vascular complications.
Although glucocorticoid treatment alters the vasculitis, the inflammatory infiltrate persists
for days or weeks'™.

The initial dose of prednisone can be varied according to the severity of symptoms. In mild
cases of polymyalgia rheumatica, 10 mg/d of prednisone can be given; in more severe
cases, 20 mg/d can be initiated. Musculoskeletal aching and stiffness usually begin to
improve within hours.

With the administration of prednisone, the erythrocyte sedimentation rate, C-reactive
protein level and other acute phase reactant levels drop rapidly toward normal.
Hemoglobin concentration rises. Although the syndrome tends to resolve in 1 to 2 years,
there is considerable variation in the duration of individual cases and there are currently
no markers that reliable indicate the duration of individual cases. Those with normal
sedimentation rates did not have a briefer duration in one report. In another study, more
severe cases as assessed by serum interleukin-6 levels appeared to last longer and needed
larger doses of prednisone. The prednisone dose can be reduced once a patient's
symptoms have reached a maximum state of improvement. Dose reduction should be
gradual to avoid the clinical ups and downs of recurring symptoms.

Clinical status can be monitored by testing hemoglobin concentration and the
sedimentation rate or C-reactive protein level. Controlling the discomfort of polymyalgia
rheumatica, however, is the primary intent of using glucocorticoids. Generally, it is our
practice to reduce the dose about 10% every 2 to 4 weeks, as tolerated. When the daily
dose of prednisone is less than 10mg, the reduction is generally 1 mg/month to allow a
gradual adjustment to each level. Should an exacerbation develop, it is generally mild;
however, if necessary, it can be controlled by raising the daily dose by 1 to 2 mg, rather
than by larger increments. Preliminary data suggest that the level of interleukin-6 or C-
reactive protein initially or after a month of treatment may predict the duration of
disease!™",

119



MPAKTIKA XVII MANEAAHNIOY XYNEAPIOY PEYMATOAOITAL o ABnhva, 27-30 NoguBpiou 2002

ABnva, 27-30 NogpBpiou 2002 e MPAKTIKA XVII MANEAAHNIOY YYNEAPIOY PEYMATOAOITAL

Eventually the glucocorticoids can be reduced and discontinued in most patients, as
polymyalgia rheumatica tends to run a self-limited course over several months to several
years, commonly 1 to 2 years. A more chronic course occurs in a smaller proportion of
patients and requires low doses of prednisone for several years or longer to control
musculoskeletal symptoms. In addition, a minority of patients have exacerbation at some
later time and may need treatment again.

In mild cases of polymyalgia rheumatica, non-steroidal anti-inflammatory drugs have
proven effective, although adverse reactions occur as commonly as they do during
treatment with low-dose glucocorticoids.

Adverse Drug Reactions
Because patients with polymyalgia rheumatica are older that 50 years and the required
treatment is of long duration, adverse drug reactions pose a serious challenge. In a study
of polymyalgia rheumatica, Gabriel and coworkers found a high incidence of adverse
outcomes with therapy®. Of the 232 patients with polymyalgia rheumatica in the study,
at least one adverse event was experienced by 65% of the 124 patients treated with
glucocorticoids alone, 67% of the 57 patients treated with non-steroidal anti-
inflammatory drugs alone, and 80% of the 51 patients treated with both glucocorticoids
and non-steroidal drugs. The time from the initiation of therapy to the first adverse event
was 1.6 years.
Adverse outcomes of therapy were associated with the following risk factors:

- The patient’s increasing age

- The cumulative dose of prednisone

- The patient being female
Person-year analysis revealed that the risk of developing diabetes mellitus, GI bleeding,
vertebral fractures, or hip fractures was two to five times greater among patients with
polymyalgia rheumatica that among individuals of similar age in the same population who
did not have the condition. Vertebral fractures did not occur among the patients treated
with non-steroidal drugs alone, and GI bleeding was least frequent among the patients
treated with both types of drugs. Thus, even the relatively low doses of prednisone used
for poylymalgia rheumatica over longer periods and the son-steroidal drugs were
associated with important morbidity. The combination of prednisone and non-steroidal
drugs, rather that being protective was associated with overall adverse rates that were
higher than those found when either drug was used alone. A program to prevent
osteoporosis should be started for patients with polymyalgia rheumatica who are taking
long-term glucocorticoid therapy.
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THE ROLE OF CALCITONIN IN THE TREATMENT
“& OF OSTEOPOROSIS

Professor Jean-Yves Reginster
II' Director, WHO Colaborating Center on Public Health aspects of Rheumatic diseases,
=l University of Liege, Belgium.

Calcitonin is a natural modulator of osteoclastic activity.

The antiresorptive effect of calcitonin is exersised on the surface of the osteoclast, which
is abudant in calcitonin receptors.

The effect of calcitonin on the osteoclast is dose related and reversible.

Also calcitonin seems to act directly on the osteoblasts ant osteocytes preventing their
apoptosis and prolonging ther life span.

The antiresorptive effect of calcitinin has been demonstrated in numerous clinical trials,
where it was found that the ideal dose for the treatment of postmenopausal osteoporosis
is 200IU salmon calcitonin nasal spray/ day.

Bone quality

The positive effect of calcitonin on bone strength and microarchitecture has been
demonstated in experimental studies.

In order to confirm these date the QUEST (Qualitative Effects of Salmon Calcitonin
Therapy) study was initiated.

Bone quality was measured by iliac crest bone biopsy (histomorphometry and micro CT).
Bone quality was also measured with high-resolution non invasive magnetic resonance
imaging techniques in terms of trabecular microarchitecture, at os calcis, radius, and hip.

Fracture reduction

The PROOF (Prevent Recurrence of Osteoporotic Fractures) study, a double blind
randomised trial of 5-years duration demonstrated the efficacy and safety of salmom
calcitonin nasal spray (SCNS) in preventing recurrence of vertebral fractures in
postmenopausal women with osteoporosis.

A 36% reduction in the relative risk of new fractures was observed in patients with 1-5
prevalent fractures.

Using the post-hoc stratification analysis, women over 70 years showed a reduced risk of
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53% in new vertabral fractures, increasing to 62% in women over 75 years.
According to the same analysis there was a 72% reduction in hip fractures over 3 years.
This reduction was sustained with a relative risk reduction 68% at 5-years.

Analgesic effect

Salmon calcitonin powerful analgesic effect-related to an increase in beta-endorphine
levels- encourages patients compliance to the treatment and eanables them to avoid the
negative impact of immobilization tho their bones.

Salmon calcitonin nasal spray is extremely well tolerated which is an important
consideration especially for the elderly, where polypharmacy and the ability to tolerate
chronic medicines for osteoporosis are of concern.
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ENIAHMIOAOITA THZ NOXOY AAAMANTIAAH - BEHCET
.7 (A-B)

Nikn A. Toupetakn
EmueAntoia Peupatonoyias, Peupatodoyiké TuAua Mav. Iwavvivwy

H véoos Abapavuddn-Bechet (A-B) eivan apketd ondvia, pe eupeia katavopn, anid pe eni-
ntwon nou noikifnel ava tov kéopo. Eppavizetan evénpikd atnv avatonikn Meooyeio kabos
otnv kevipikh kar avatofikn Acia. H Katavoph autdv twv YEWYPAPIKMV NEPIOXWY - Katd
unkos tou Bafacaiou dpdpou tou petagiou - KaBws ka1 AVOOOYEVETIKES GUOXETIOEIS, EVIOXU-
ouv thv undBeon 6u n vooos e§anfwBnke péow tns petavaoteuons vopadikmv euiwv™.

Enintwon

Ta otoixeia yia tnv enintwon tns véoou givar pdAdov diya ko ap@ineydpeva. Au€npévn
enintwon kataypagetan atnv Ianwvia, énou undpxel kand opyavwpévn kataypah twv
NePIOTATIKAV, HE pia otaBeponoinan tou puBpol adénaons tns enintwons nepinou 1o 1990.
Enions, au§npévn enintwon avagépetan yia tv Kopéa, thv Kiva, tnv Toupkia kar to Ipavi,
H enintwon peiwvetar onpavukd kabws anopakpuvopacte akuvikd and 1o dpdpo tou
petaglou.

Emnonacpos

O uyniétepos emnofaapds tns vooou napatnpeital g Toupkous ths Avatodias (370 aoBe-
veis/100000 katoikous), evd 0 ouvorikés emnofacpds tns véaou otnv Acia €ivar 10-150
@opés xapnndtepos, kar otnv Eupmnn kar tnv Apepikh nepioodtepes and 150 popés xapn-
ndtepos and autdv tns Avatodias. Mepovwpéves nepINtaels Exouv avapepBei o dnes us
nneipous. Eivan evbiapépov du o€ nepioxés dnou diapévouv Srdopes eBVIKES pelovotntes,
opiopéves eBvikés opades eppavizouv nou peyanUtepn enintwon tns vooou. Le ninBuopo
pe v ib1a eBvikn npoéneuan, o emnofacpds ths vooou Qaivetal va €xel ocapn ouaxéuon
HE TO YEWYPAPIKO WnKos Kal nAdTos tou tonou Katoikias. Menétes édaiav 6u didgopor
nepiBanfovukoi napdyovies mBavd nupodotolv tv upavion h tnv éEapon tns vooou™?,

Katavopn katd ¢uno

ZUyxpoves emdnpofoyikés penétes avapépouv ion ouxvotnta npoaBorns petagl avdpmv
ka1 yuvaik@v og did@opous ninBuacpous, oe avtibeon pe nadaidtepes ava@opés anod v
Toupkia kan v lanwvia, o1 onoies emanpaivouv v ungpoxn twv avopwv™. Augnpévn eni-
nwon otov avopikd nAnBuopd napatnpeitan akdpa ous apaBikés XMPES, EV N UNEPOXN

126

ABnva, 27-30 NogpBpiou 2002 e MPAKTIKA XVII MANEAAHNIOY XYNEAPIOY PEYMATOAOITAL

TWV YUVAIKQV ival gpavis o kanoies Bopeies eupwnaikés xopes ka1 aus HMAZ,

Oikoyevins Katavoph

H au€npévn oikoyevhs enintwon eivan éva anéd ta peizova emdnpiofoyika otoixeia tns
vooou. AaBeveis pe apaBikn h toupkikh kataywyn eppavizouv auénpévn ouxvétnta oIko-
yevous enintwons (2,0-18,2%) o€ oxéon pe Eupwnaious(0,0-4,5%, p<0,001)°"., e aoBeveis
veapns niikias undpxel uPnAGTEPN CUXVOTNTA OIKOYEVOUS ENINTWONS O OXEON |IE TOUS EVN-
Mikes®. Mpoogates yeveukés penétes unootnpizouv 6u ta nandid yovéwv pe vooo A-B epga-
vizouv npwipn évap&n vooou, o€ OxEon E TOUS YOVES Tous yeyovos nou egnyei v uyn-
ndtepn ouxvoTNTa OIKOYEVOUS ENINTWONS OE VEOUS GUYKPIUKG WE Tous evhrikes kan tnv mba-
votnta yeveukns npodidBeons yia tv vooo®.

Kivikés ekbnimoers évap&ns

ApBwdn €nkn otdpatos ivar 1o aupntwpa évapéns ths vooou atn peydnn nigiovotnta twv
aoBevav oe ones us ogipés (47-86%)"". EAkn yevvnukwv opydvwv (0-18%), deppaukés
BAdBes (0-27%) [kupiws ozddes epUiBnua (0-19%)], npooBonn opBanuou (0-35%), apbpo-
nadeia (0-24%), veuponoyikés ekdnAdaoes (0-12%) kar ayyeiakh npoaBonn (0-3%) eivan
duvatdv enions va ep@avizovial cav Evapktnpia cupntopata®.

Kivikés exbnilmogis

ApBwoN éAkn otdpatos (92-100%), édkn yevvnukwv opydvwv (57-93%), deppaukés BAG-
Bes (38-99%), opBankh npooBoin (29-100%) ka1 apBpondBeia (16-84%) eivar o1 mo
ouxvés kvikés ekdbniwaoers tns vdoou naykoopiws. Ozamdes epUBnpa (15-78%) kan akpo-
€16¢s e€avOnpa (28-66%) sivan o1 mo ouxvés BaBes tou déppatos. Ocukn dokipacia nabep-
yias (pathergy test) ava@épetan o nocootd 6-71% oe Siapopes opades acBevivese.
Mikpotepn ouxvotnta BeukoU pathergy test napatnpeitar oe aoBeveis otnv Eupwonn, HMA
kan Bpazinia (32%) o€ oxéon pe tov undnoino k6opo (54%), oe avtiBeon pe tnv ouxvdtnta
apBpondbeias nou sivar uynAdtepn atn Bépeia Eupwnn, HMA kar Bpazidia (62%) ouykpi-
ukd pe tov unénoino kéapo (41%)".

H opBadpikn npooBoAn eivan onpavukd mo ouxvh otnv vouoavatofikh Eupwnn og oxéon
pe tv vouoduukn kal Bopeia Eupwnn. H npoaBonh tou yaotpeviepikou GUGTAKATOS ivar
mo ouxvh otnv lanwvia ka1 tnv Eupwnn (16%) og oUykpion pe Kopedtes ka1 Toupkous
(3%)“". H ouxvétnta veuponoyikwv ekdnAnoswy Kupaivetan and 1-48% oe eupwnaikod
nAnBuopé, eva otn vouoavatofikn Aaia kar Toupkia napatnpeital xaunin ouxvétnta npo-
aBoins®. H npoaBoih tns kapdids, twv veppmv ka1 twv nveupdvwv givar ondvia™.

Luox€uon ts vooou pe HLA-B51

H véoos A-B eivan yvwatd 6u cuoXeTizetan onpavukd pe 1o avuyovo iotooupBatotntas HLA-
B51 o€ nonnés drapopeukés opades. Mpdopates penétes deixvouv 6u 1o HLA-B51 bev oup-
petéxel dueoa otnv arofoyia s vooou, anid duvatal va ouvdéetan otevd e yovibia nou
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ouoxetizovtal pe t vooo. And tnv andn nieupd, 1o HLA-B51 €ivar kakds npoyvwaoukos Sei-
Ktns 6oov a@opd tnv npwiun évapén tns vooou, tv npoaBonn twv opBaumv Kal twv
ayyeiwv. Atopa Bgukd yia HLA-B51 and Bopeies eupwnaikés xwpes Bpédnke va éxouv xapn-
ndtepo oxeukd kivduvo avantuéns tns véoou oe ouykpion e vouous Eupwnaious™ .,

Mopeia ka1 npdyvwon

H véoos nonnés popés diayyvwoketar pe kabuotépnon éws kar dekanévie etwv and tnv
EUPAVION TV NPAOTWV oupntwpdtwy. Enions diadpdpe pe eEdpoeis kar upéaels. H Bapu-
o wv ekdnAdoswv ouvhBws pelwvetal pe v ndpodo tou xpdvou. H npoaBonn tou
kevipikoU veupikoU ocuothpatos (KNZ), twv nveupdvwv Kan twv peyanwv ayyesionv, kabms
ka1 n &1dtpnon tou eviépou, Bewpouvial onpgia GTwxns NPdyvwaons.

Ané v anin nAeupd, n Wedwon kar o1 emniokés anod tnv npoaBoih tou KNI givar autés
nou npokanfolv tn coBapdtepn avannpia.

Kakoi npoyvwotkoi napdyovtes

¢ Osuk6 HLA-B51

* avopikd pUAo Ka

* n np@IYN évapén ouotnpaukwv ekdNADOEwWY

Avtifeta, n évap€n oe veapn niikia dev npodiabétel oe kakh npdyvwon. Autdpatn UPeon
kénolwv 1 6Awv twv ekdnAdoswv napatnpeital e nooootd acbevav noAnd xpdvia petd
v évapén tns vooou™d,
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NMAGOTENEIA THZ NOZOY AAAMANTIAAH-BEHCET

Baidnounos Mapyos
MaBoAdyos-Psupatondyos
Avandnpwtris KaBnyntis Mavemotnpiou ABnvav

H vooos Abapavudadn-Behcet (A-B) ivan xpovia gisypovwdns noducuatnyaukh navayyer-
fus ayvwaotou, noAunapayovukns evoexopévws, aruonoyias. 'Opws, avoooyeveukoi napd-
yovtes, Baktnpiakés kar 1oyeveis Aopwéels, avoaonoyikh diatapaxn n ayyeiakés avwpanies
iows naizouv kanoio péno.

O1 embnpofoyikés penétes éxouv Ogiel Ou: a) n vooos emkpatei Katd pnkos tns "odou tns
petaéns” (‘Anw Avatonn, Kiva, Méon Avaton ka1 Avatofikh Meadyeios) kan B) 6t to avu-
yovo HLA-B51 cuoxetizetan pe th vooo o'autés us eBvotntes™. H véoos napatnpeital kupiws
og véous evniikes kar ondvia o€ naidid n/kan veoyvd™?. Lta véa dppeva dropa napatnpeitan
Baputepn véoos. Znpavukh ouoxéuon petafu tns vooou kai tou HLA-51 éxer avapepbei oe
apketés eBvonoyikés opades, e1dikd petalu aoBevav pe o@Banpikh h/kan veuponoyikh npo-
oBon®.

H armodoyia tns véoou eivan dyvwotn, av Kal n yeveukn npodidBeon @aivetan va naizel
onpavukd péno apou n vooos éxel avapepbei o€ oikoyéveles, o€ ap@iBaneis adenpous
kaBws ka1 o€ povozuywres sidupous™. MepiBanovukoi napdyovtes (iows Aoipddels) oup-
Bannouv evbexopévws otnv euPavion tns, KUpiws o Yeveukd emppenn dtopa. Yndpxouv
pepikes evoeiCers o1 onoies ouvnyopouv yia mBavh ouoxéuon tns voou pe pepikous Baktn-
p1&1akoUs® h 1oyeveis napdyovies, 6nws eival ta dtuna €idn oTPENTOKOKKWY N 0 105 TOU
aniou épnnta twnou I”. Aol evoxonoloUpevol mBavoi aruonoyikoi napayovies €ival o1
npwreives Oeppikot shock twv pikpoopyaviopwv kabds® ka1 o1 Mnocakxapides Gram
apvnukwv Baktnpidicwv®,

MOBavh aimonoyikh cuoxéuon petagl véoou kan xpovias nnatiudos C éxel ava@epOei o€
onopadikés NePINTWOEls, Nou onpaivel 6u n vooos pnopei va givar pia didn HCV-oxeuzo-
pevn autodvoon naBonoyikn katdotaon™™,

0 avBpdmvos napBoids B19, nou éxel evoxonoinBei yia cuppetpikés noduapBpondderes kan
HEPIKES ouotnpatikeés ayyeriudes, dev aivetal va oxetizetan aruonaboyeveukd pe i QAey-
Hovmdn ofyoapBpiuda h tnv ayyeriuda s voéoou™.

H naBofoyoavatopia civan un ed1kh ayyeiius twv peydAwv Ka PIkp@v ayyeiwv (aptnpidv,
oneBav, aptnpionicv, AeBidinv ka1 TPIX0EIOMVY) s CUCTNHATKAS KA1 MVEUMOVIKAS
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kukiopopias.

H Baokn naBonoyoavatopikn €ikéva otn voéoo Qaivetal va ivar pia avooofoyikns QpuUoE-
ws, mBavws CD4+ T peconaBoupevn ayyerius™.

H donntn Aeukokuttapikn 61nBnon oudetepoinwv ous affolwoers Bewpeital ws xapaktn-
pioukd nabBonoyoavatopikéd e0pnua, ta 6 dildPopa in vitro tests tns Aertoupyias twv oude-
tepo@inwv gaivetan va eival dratapaypéva. Ta dedopéva autd ouvnyopoulv 6u n unepBoni-
kh Agitoupyikh dpactnpidtnta twv oudstepoinwy evoexopévws va naizel kANolo zwukd
pdio otnv eupdvion kar tnv Kivikn nopeia tns vooou'™.

H vooos A-B sivar kupiws gieypovadns diatapaxh npoaBdnnouca pikpd ayyeia, 161aitepa
6e pneBidia. Or neproxés s e§ékwons apxikd deixvouv éviovn povokuttapikn Hinbnon
népi§ twv ayysiwv. 'Opws, kabos n BAdBn e§efiooetan emkpatouv kupiws noAupoppony-
pnva ka1 niaopatokuttapa. Or npdipes alfoiwaoels opoidzouv pe avtidpaon emBpaduve-
pevns unepeuaiaBnaias, o1 O petayevéatepes Ye avooooupnieypaukes - aviibpaon tinou
Arthus. O p6Aos twv avocooupnieypdtwv otnv npdkAnon ayyeiiudos eivar wotdoo aur-
oBntoUpevos, agpou avocoo@aipives dev aveupiokovial cuvhBws ota TOIXWUATA TWV ayyei-
wV.

H naBoyéveia tns véoou eivan enions dyvwotn. H autoavooia h n diaotaupoupevn avti-
dpaon petalu pkpoopyaviopwy kal avuyovwy tou ctopatkoU BAevvoydvou Bewpouvian
ws mBavoi arnonaboyeveukoi pnxaviopoi.

Ltous aoBeveis nou éxouv 1o HLA-51 avuyévo, n véoos eival BapUtepn cuykpitkG pe Tous
HLA-51 apvnukoUs, n 6¢ xnpeiotatia twv oudetepoginwv Aeukokuttdpwy Paiveta du sivar
onpavukd evioxupévn. Ta avuyéva autd evdexopévws ackolv puBpioukd podo otn el
toupyia twv oudetepoinwv kuttdpwv™. a diayovidiakd novtikia gpdvnke, 6u 1o HLA-51
yovidio cuoxetizetan pe au§npévn andvinon twv oudetepogifwy, 6nws ekupdtal and tnv
napaywyn tou H202, otov xnpeiotakukd napdyovia poppun-pebuovin-AeBain-gavuia-
davivn™.. H naBooyikh (Siatapaypévn) unepieitoupyia (evepyonoinan) twv oudetepoi-
Awv tou aipatos evdexopévws ouvinpeitar and tnv unepBoikn napaywyn and ta oudete-
pogia autd twv npo@ieyovwdwv kuttapokivav (IL-1, IL-6, IL-8, TNF, GM-CSF), o1 onoies
Bpiokoviar au€npéves otov opd twv aoBevav™. O1 iepieukives (IL-10, IL-12 kan IL-8)
aveupédnoav au§npéves o aobeveis ndoxovies anod th vooo.

Mpoogates de penétes deixvouv 6u ta enineda, 161kd s IL-8, eivan uynidtepa otous aobe-
veis e evepyd vooo (apOes, veuponoyikés ekdnAwaoels) kar eneidn n viepieukivn autn éxel
duvnukn xnpeiotakukn 6pdon ota oudetepd@ifa, givan noAy mBavov va CUHETEXE OoTn
@ieypovmdn andvinon tns véoou™. Ynootnpizetan be 6u n IL-8 exkpivetan ano ta evdodn-
Makd KUTapa v PIKp@V ayyeiwv™,

To Beukd pathergy test 6¢ppatos xapaktnpizel tn véoo. H 1otonabodoyia tns deppaukns
avtibpaons xapaktnpizetal and tnv emkpdnon wwv oudetepoinwv os didpopa otddia
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evepyonoinons™®,

Av ka1 apketd avooonfoyikws dpacukd kuttapa kabws kat ta oudetepdPINa Unopouv petd
and Hiéyepon va napdyouv TS KUTIAPOKIVES autés, n KUPIOTEPN nnyh twv pecofaBntwy
autwv givai ta povokUttapa, ta onoia Gviws €xouv au§npévn xnpeiotakukh dpactnpidtn-
ta otous aoBeveis pe vooo, dnws tekpaipetal kar and v avgnon tou diadutos CD14, Oei-
Ktn evepyonoinons twv povokuttapwv!,

H aitia tns evepyonoinans ndviws wwv oudetepoinwv kar povokuttdpwv Oev ivan €ni tou
napoévios yvwoth. Mepikoi No1padels napdyovies evoexopévws nupodotolv ta povokutia-
pa kaBws ka 1o evbobniio twv ayysiwv, péow v nenudiwv tv NPwIEivav tou BeppikoU
shock, ota yeveukws emppenn HLA-51 Beukd dropa. Katd to k6 otddio, iapopor psy-
Hovadels peconaBntés, nou ekAuovial and ta vepyonoinpéva HovoKUTIapa Kai 1o evoo-
Bnio eivar duvatdv otn cuvéxeia va evepyonololv ta HovokUTiapa kal ta oudetepdPina pe
anoténeopa tn eAeypovadn ayyeriuda. 'Adfor enions napdyovtes, nou akéun ival Ayvow-
otol, eivan duvatdv va eunAékovial ota Hiapopa atddia tns vooou.

O1 ayyeiakés ekbnAwaers, 181kG 01 pREBIKES OpopuBagls, n aptnpits ka1 0 OXNUATIOUOS TwWV
aveupuopdtwy, dev eivar onavies. Lus peydnes aptnpies n ekpUMon twv vasa vasorum o€
ouvbuaopé pe tnv kuttapikh Sinbnon npodiabétouv yia 1o oxnpauoud aveupuopdiwy. O1
BpopBwoaeis, kupiws o1 AeBIKES, nou napatnpoUvial oto 33% nepinou twv acbevav dev
gpuNveUOVION €NAPKS, NapdAo Nou undpxouv apketoi unotubéuevor unxaviopol, Onws
n.x., n duonertoupyia twv evboBniakwv Kuttdpwy Kal n peiwpévn BioolvBeon twv npo-
otayAavéivov E2.

H npootakukdivn 2 (PG2) sivan évas 10xupds QuOIkés avuouykoAAnukos napdywv twv
aiponetaniov nou ouvtiBetan ota evboBnfiakd kuttapa. Ztous acbeveis pe vooo A-B ava-
@épetan peiwon twv emnédwv tns npoatakukdivns 2 kar €161kA a'autols nou eugavizouv
ayyeiakés emniokés™,

Onoloodnnote Kar Av €ival 0 apxikés pnxaviopos, n duofertoupyia twv evbobniikwv kut-
Wpwv Bewpeital adiapgioBhtntn.

O1 nponyoupeves napatnpnaoels twv au§npévav emnédwv tou von Willebrand avuyévou
ka1 tns eAattwpévns ékAuons (BroouvBeons) twv npootayfavdivav E2 éxouv onpepa ene-
ktaBei ota au§npéva kupiws enineda twv evdoBniivadv 1 kar 2 nou napatnpouvial GTous
aoBeveis e evepyod ayyeiakn voaoo.

H evboBndivn-1 (ET-1), duvnukoé ayyeioouonaoukd nentidio napayopevo ané ta evdobn-
Makd kOtapa, Bpioketar au§npévn og evepyd ayyeiakn véoo kar €161k o€ aoBeveis nou
gupavizouv ka1 ozwdes epuBnua™. Eni npooBoAns tou nveupovikou ayyeiakoU dévdpou
(ouxvétns 10-15%), n napatnpoUpevn augnon tns ET-1 oto BpoyxokuweMbikd éknupa,
evdexopévws oupBanne pe didgopous pnxaviopoUs oto Bpoyxdonacuo Kal otny enitacn
s PAeypovns twv agpopopwv 0dwv™.

131



MPAKTIKA XVII MANEAAHNIOY XYNEAPIOY PEYMATOAOITAL o ABnhva, 27-30 NoguBpiou 2002

ABnva, 27-30 NogpBpiou 2002 e MPAKTIKA XVII MANEAAHNIOY XYNEAPIOY PEYMATOAOITAL

H duofertoupyia wwv evboBnnicv motevetal, ws avepépOn, 6u npokadsitar and avooono-
y1koUs pnxavigpous, o1 onoiol éxouv ws anotédeopa tnv avenapkh ouvBeon h ékiuan evep-
yonointou tou 1oukou nAacpivoyovou (t-PA) kar mBavas kal tnv avenapkh ékAuon ek Twv
evboOniiwv ouciwv pe 1016tntes nnapivns. Emniéov, xapnid enineda npwteivns S kar C
éxouv enions ava@epBei atous aoBeveis autous nou ouvnyopolv yia v euddwaon s
BpopBwoans. H perovekukn wvwdoAuaon, nou oxetizetal pe tnv pelwpévn napaywyh tou t-PA
and ta evbobniakd kUTtapa Kat tnv au€npévn ouykEVIPWON ToU avactonéws-1 tou evep-
yonointou tou nAacpvoyoévou (PAI-1), motetetan 6u anotelei onpavukd napdyovia yia tnv
gupavion twv BpopBooswv®.

210 ivwdoAutké cuotnpa evbexopévws, aviaywvizovias 1o nAacpivoydvo, dpa kai n Aino-
npwteivn a (LPa). H LPa éxe1 aBnpwpatoyoves kar BpopBoyodves 1616tntes, kaBopizetan
Kupiws yeveukd, ennpedzetar and tn diaita, v nfikia, to eUAo Kar ta avadimoapkd eap-
Haka ka1 Bewpeitar npwreivn ofgias paoews. Ta au€npéva enineda opou tns LPa, euvoolv
v gupavion wwv BpopBwoewv Adyw tns mBavhs cupBoAn s otn pelovekukn vwdAAU-
on®!,

Zinv naboyéveia tns vooou evdexopévws euniékovial kar Sidgopa autoavuowpata. O
poios twv avugvbobniakdv avuowpdtwv (AECA), otnv naBoyévela twv ayyelakwmy Kai
autoavoowv voonpudtwv kabws ka1 otn vooo Adapavuddn-Behcet, bev éxer akdun Oieu-
kpvioBei. Ta AECA eivan duvatdv va oupBdndouv otnv naBoyéveia tns ayyeiakns BAGBNs,
eite dueoa oav éva npwioyevés oupBav pe an'subeias kuttapoto€ikh dpdon ota ayyeia, eite
va dnpioupyolvial deutepoyevids ws anotéfeapa tns avaepBeioas ayyeiakhs BAGBNs?,
'Erar,  Onapén wwv AECAs ka1 pdiota ta au€npéva enineda autwv, oty ayysiondbea
auth Ba pnopouae va epunveuBei ws éva em@aivopevo nou napatnpeitar Yetd m dnpioup-
yia s ayysiakns BAdBns.

H ouxvétns twv Beukwv avuowpdtwy évavu kapdioinivns (ACA) noikinner eupéws ous
o1dpopes penttes (8-50%). Avagépovtar povov petpins aunpéva enineda kan givan kupiws
IgM o€ nocootd peyanuteo tou 50%. H unapén autwv wv avuowpdtwy dev paivotar va
ouoxetizeta pe ouxvotepn npooBonh peyanwv ayyeiov H/ka BpopBwukdv eneicodiwv an'
6u oe ACA -apvnukouUs aaBeveis, oUte ka pe BpopBonevia n autdpates anoBonés. MOavas
ta ACA va pnv naizouv péio otnv naBoyéveia tns vooou, ninv dpws iows va éxouv kanoia
onpacia og 6u agopd tov au§npévo kivbuvo eupdavions ozwdous epubnpatos kar deppau-
khs ayyeiiudos® n kar o§éwv OpopuBwukav eneicodiwv kabws kar ayysiudos tou ap@r-
BAnotpogidous®,

Ta avuowpata évavu tou kuttaponAdopatos twv noAupopponuphvwy kuttdpwv (ANCA),
pannov 6ev Ba npénel aruonaboyeveukd va evoxonoloUvial agou €ival apvnukd otn vooo
ka1 HOvov pEPIKES Popés Exouv Nepiypagei ws Beukd™,

O1 aoBeveis pe evepyod vooo aivetal 6u ekppdzouv Ty NPWIEivn ToU NPwio-oykoyovidiou
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bcl-2 ota kUttapa, napopola pe ekeivn Nou napatnpeitan otov evepyd ouatnpaukod epudn-
Hatwdn AUKo, otoixeia evOEIKUKA 6T N UNEPEKPPATN TOU Eival EVOEXOPEVWS XAPAKTNPIOT-
k6 twv PAeypovwdwv voonpdtwv. Mapdpora, kar o1 acbeveis pe avevepyd vooo ixav eni-
ons auénpévn ékppacn, 6x1 OHWSs 600 autoi pe evepyd vooo, ouykprukd pe didous nou
énaoxav and pn eeypovmdes voonpa. Ta uphpata autd cuvnyopouv unép kdnoias evoo-
yevous pelove€ias napatnpoupevns atn vooo. H bel-2 npwteivn nou puBpizel (emBpaduve),
0V Npoypappaucpévo kuttapikd Bavato (andéntwon) os apketd €idn kuttdpwv®, ekppa-
zetan ota guotonoyika B kan T AsppokUttapa, enions kar ae pn Agp@ikous 10tous. Enopé-
vws, n ékPpacn tns npwteivns bel-2 ota kittapa evdexopévws naizel kanoio kp1ukd pono
ot dlapuyn tns anéntwons tous pe anotédeopa v pakputepn emBiwon kai v eukaipia
napaywyns autoavuowpdtwy kar diaAut@v Kuttapokivav kai tov noddaniaciaopd twv
povokuttdpwv. Mapapével va dracapnviadei eav ta au€npéva enineda tou bel-2 avinpoow-
nevouv pia npoonddeia yia tn diathpnon evés evepyou nAnBuopol Agppokutidpwv dpw-
viwv Katd tou armoAoyikou avuyévou h v avunpoowngUouv kdnoia npwtonabn diata-
paxn pias autodvoons diepyacias™’.

O1 avoooyeveukés penétes éxouv Oeiel, dnws avapépOnke, 6T n vooos oxetizetar pe 1o HLA
avuyévo B51, nou ektds tou 6u ennpedizel v emdekukdNTa yIa tn vooo Bewpeital kar ws
beiktns tns o@Badpkns npooBoAns. ‘Opws, n cuoxéuon auth dev eivan anéAuth pe anoté-
eopa va eysipetal 1o evdexdpevo evoxonoinans emdekukotntas (emppéneias) yia tnv euepd-
vion tns vooou kar dndwv adAnfiwv (tnwv), nou edpdzoviar oto MHC. Ztnv wdén II nepio-
xh €dpdzovtan enions yovidia nou kwdikonoloUv yia popIa, Ta onoia OXetizovial pe thv
evbokuttapia enefepyacia ka1 peta@opd tou avuyovikou nenudiou, 6nws eivan kal ta
TAP1/TAP2 (Transporters associated with Antigen Processing). Ta dUo autd yovibia kwoi-
konoloUv tn oUvBeon Npwteiviv Nou oxnpatizouv éva etepodipepés dapeuBpavikd pdpio
ot pepBpdvn tou evdbonfaopaukou diktuou (EA) ko BonBouv otn petapopd tou avuyo-
vikoU nenudiou ané to kuttapéniacpa oto EA. 'Etal, n otabepn napouciaon wwv nenudiwv
otnv kuttapikn pepBpavn ané ta HLA tééns I pépia, nou anartei evepyd petapopd wwv avu-
yovikav nenudiwv 6ia péoou tou EA, yivetar pe i BonBeia twv npoidviwy twv yovidiwv
TAP1 ka1 TAP2.

Mpoogatn penétn eni tou TAP noAdupop@iopol otous acBeveis pe tn vooo A-B, édeife
nAnpn anoucia twv TAP1 C aAdnAiwv nou cuvnyopei 6u o noAupop@iopos TAP1 dev Ba
npénel va otepeitan kanolas anpaaias yia tnv avanweén s vooou. H anouaia wwv TAP1 C
otous aoBeveis autous Ba npéner va eppnveudei péow s AETTOUPYIas TV HOPILV AUTWV.
Ta dropa nou eépouv 1o TAP1 C aninio evoexopévws va EXouv YEImPEVN KAVOTNTA HETO-
@opds pepikwv nenudicv nou epniékovial atnv eupdvion s vooou kai £1a1 eEac@anizouv
kénoia npoaotaaia évavu tns vooou. Ta dedopéva autd napéxouv éva emniéov "epyansio”
yia v e€akpiBwon twv atdpwv nou éxouv augnpévo kivouvo yia tn voéoo™.
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Tedeutaia penetnBnke enions ka1 o péfos twv yd T kuttdpwv otnv naboyévea kar Hidyvw-
on s vooou A-B. Ta kUttapa autd anotedolv Eexwpioth kuttapikh ogipd. Mapouadzouv
nepiopiopévn dopikn nodupop@ia kal ta nepioodtepa sivar CD4- CD8-, av ka1 undpxouv
CD8+, e1b1ka oto eviepikd emBnmio tou novukou, nou 1o CD8 pdpio ekppdazetal oav opio-
O1pepés N etepodipepés. Asv undpxouv avotunikoi deiktes wpipavons kai o poAos tns eni-
floyns otn dnpoupyia tou peneptopiou tous ivar okotevos. Aev eppavizouv klaooikdé MHC
nePIOPIoUO Kan aokolv pn idikh kuttapoduukh dpaatnpidtnta. Adyw tns olvdeons e 10
CD3 pépio onpaivel 6u ko €dcd oupBaivel petaBiBaon tou pnvipatos kar evepyonoinon
onws ota aB+ T kUttapa. Emkpatolv otous Aeppokutiapikous ninBuopoUs twv emondiwv
otov novukd, oto de koténouno ta AepPokUttapa tou eviepikou Bgvvoydvou ivar dia oxe-
606v yo+. Enions, o nAnBuopds twv T Agppokuttdpwv otnv emdeppida tou novukoU anote-
feitn ané embeppika yo+. Mapdpoior nAnBuapoi, 6x1 dpws oo aeBovor, napatnpolvial
otous emBnfhakous 10toUs tou avBpwnou kar anotedouv 10 0.5-10% twwv T kuttdpwv tou
nepIQepIKoU aipatos. Maotevetan 6u ta yo+ T kUTapa  avunpoowneUouv éva TUAKA ToU
pnxaviopoU ths avoooEMTAPNONS apxizovias thv avoconoyikh andvinon évavu pikpoBia-
KoV avayovwv twv emBniakdv epaypmv h avayvwpizovias tpononoinpéva avuyova twv
emOnmakwv 10twv. Qotéco, o akpiBhs BioAoyikds tous ponos napapével okotevés kal Oa
npéne va dieukpivioBei nepioootepo™. Mponyoupeves penétes éxouv deifel du undpxel avu-
yovikn &1actaupoUpevn aviidpaon petalu ts npwieivns tou streptococcus sanguinis kol tns
HukoBaktnpidiakns npwteivns 65 kDa tou BeppikoU shock, n onoia ivan pia and tous oté-
xous twv Yo+ T kuttdpwv®®. Zn véoo twv Adapavuddn-Behcet BpéBbnke du undpxer alén-
on v yo+ T kuttdpwv kabs kar v uakwv kuttapoktovwv kuttdpwy (NK cells) oto
nepIPePIKO aipa twv acBevav (31). Le mo npdo@atn peén™ deixBnke 6u n evepyonoinon
WV Hovonuphvwy KUTTApwV ToU aipatos pe nentidia pukoBaktnpidiakdv npwieiviv Bepp-
koU shock (exéviwv kovh oponoyia pe avBpmmva nentidia) npokadei (75%) avudpdaoes
noddandaoiaopol twv yd T KuTtdpwv o€ oUYKPION LE Tous Paptupes nou auavel pévov
katd 3.5%. Eneidn ta nentidia autd éxouv uynin eidikétnta yia tnv véoo, Ba unopoucav
iows ta dedopéva autd va xpnaiponoinBoulv kar ws Hiayvwoukd s vogou.

Mpéogates avoooyeveukes penétes™ deixvouv 6u 1o yovidio tns vooou A-B mBavws dev
givar 1o B51 (apou n vooos napatnpeitan kar otous apvnukous B51), aAnd kanoio o
yovibio nou evtonizetar kovid oto HLA-B. O penétes autés gixvouv 6u n nepioxh petadu
twv yovibiwv TNF kar HLA-B h HLA-C evbexopévws kpUBe nonnd onpavukd yovibia, onws
givan ta MICA, MICB (MIC: MHC class I related gene) kan PERB. H nepioxh auth ev éxel
aképn ninpws epeuvnBei kar evbexopévws nepiéxel kar dAda pn dieukpivioBévia npos 1o
napov yovidia, eva ival ndn yvwotd 6u mBavws euniéketar otnv emppéneia didwv auto-
avoowv voonpdtwy, onws eival n puacBévela gravis kar o voounivo-e€aptwpevos daBn-
tns. To yeyovos 6u n apvo&ikn andndouxia ths MICA anUoou oxnpatizel Ntuxés Katd tov
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i610 tpdéno 6nws o1 wmkés afuaides s 1dEews I MHC deixvel 6u evdexopévws €xouv tnv
1Kavotnta va deapetouv nentidia n dAAous pikpous ouvdétes (ligands). Autd ouvnyopei 6u
n MICA mBavws va éxel kanoia €e1dikeupévn Aeitoupyia otnv avuyovonapouaiaon h otnv
avayvapion tou T kuttdpou, dnws €ival n avuyovikn napouciacn ota yd T kUttapa.
Zupnepaguaukd, Noipamdns Baktnpiakds napdywv Oev éxel atabepd anopovwei otn vooo
A-B, av ka1 mBavonoysitan n 1oyevas arnofoyia. H vooos dev sivar poduopaukh kar oute
oe€ouanika petadidopevn. 'Opws, Baktnpiakd avuyéva ta onoia éxouv diactaupolpevn
avtibpaon pe avBpwmva nentidia, evdexopévws nupodotolv pia avooonoyikn aviibpaon
Baaizépevn otn popiakn pipnon. Ynootnpizetan 6u avooonoyikés diatapaxés o1 onoies ena-
yoviar mBavaws and naboyéva pikpdBia o€ yeveukws emppenn dtopa naizouv onpavuké
pdio otnv naboyévela ts vooou. O 16s tou aniol épnnta, €idn OTPENTOKOKKWVY Kal une-
pavuyoéva (eGwtepikd avuyéva) kabBws kar npwreives tou Beppikou shock -65 kDa (sowtpi-
k& avuydva) iows va nupodotolv tnv évapén twv ekdnAmoewv ts vooou. Zuxvd aveupi-
okovial otov opd kukio@opouvia avooooupniéypata IgG kar IgA kaBws kar au§npévn
XNPEIOTAKUKN Spactnpidtnta yia ta AcukokUTapa. AvUICMUATA Nou oTpépovial Katd twv
Kuttdpwv tou otopatkoU Bisvvoyovou éxouv Bpebei, o1 6 napayodueves ouoies anod ta
AeppokUttapa twv aoBevav gival 1o§ikés yia ta BAgvvoyovia KUTtapa tou otépatos. ‘Opws,
10 EUPNUATA AUTA UNAPXOUV EMIONS KA1 OE ATOHa Nou €xouv Hévo unotpomdzouca agBw-
&n otopatiuda. To cupnAnpwpa tou opou sival ouvhBws augnpévo, 1biaitepa 1o kAGoua
C9. H nAgiovétns twv acbevav pe veuponoyikn npooBoii éxouv otov opd anopuefvwu-
kG avuopata. Autdpatn A/Kal ENaympeVn UNEPEKPPAON TwV NpoPieyuovwdmy tinou
Th1 kuttapokivav (TNF, IL-2, IFN-y) ané & 16popes kuttapikés nnyés gaivetan va euBuvovan
yia v auénpévn ieypovadn avtidpaon, nou evOEXoPéVwSs va OXETIZETOT LE TN YEVETKN
emppéngia y1a tn vooo. O1 acBeveis éxouv au€npévo ap1Bud yd T kuttdpwv oto aipa, @
onoia gnayoviail anod v vieppepovn y kai ov TNF-a. Téoo o TNF-a 6o kar n vteppepd-
vn-y (Th1 kuttapokives) eivan onpavukés enions otnv naBoyévela ts vooou. Ynapxel 10xu-
ph ouoxéuon tou popiou HLA-B5 (B51) pe tn véao, nou o akpiBhs punxaviopoés dpdosws tou
popiou bev givan yvwotds. H ékBeon ota Bapéa pétania, oe opiopéves tpogés (1G1aitepa
€ibn kapudiwv) kabBws kar oe T&IKOUs NAPAYOVIES, N.X OPYAVOPWOPOPIKES EVOELS, EVO-
xonolouvtal yia tnv nupoddtnon tns évapns twv npooBofdv o€ pePIKOUS EmpPENEis yia
tn vooo aoBeveis, 16aitepa 6tav undpxer diatapaxn tou avoaiakou cuothpatos. H evepyo-
noinon (BAdBn) wwv evboBniiwv pe anotéeopa v anoppakukh ayysionddeia iows eni-
ons oupBdanfouv atnv 10TKN Kataotpo@RB***,

Ita 6¢ naBoguaiofoyikd xapaktnpioukd tns véoou nepifapuBavoviar: a) n UNEPNNKUKA
katdotaon, B) n unepietoupyia twv oudetepoifwy kuttdpwy, y) 1o Beukod pathergy test,
6) n 6inBnon wwv deppaukdv BAaBwv anéd oudetepd@ifa eni anouaias Ao1udEEws Kai €) n
ayyeiius wwv peydnwv ayysinv ws anotéfeopa npooBonns twv vasa vasorum®,
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KAINIKH EIKONA KAI AIAOOPIKH AIATNQXH THX NOLOY
"4 TOY AAAMANTIAAH-BEHCET

BapBapa Bidbandakn-Konha
" Peupatodyos
Emuentpia Peupatodoyikou Tunhpatos IN. «[. levvnuatds»

H vooos tou Adapavuddn-Behcet eivar pia xpévia gAgypovaddns vocos, ayvaaotou aitio-
doyias, n onoia xapakwnpizetan and unotpomdzovta £dkn otépatos and ka1 and dnnes
ouotnpatkes ekdbnicaoeis 6nws, £AKN yevwnukov opyavwv, opBanpikés ekdbniwasls, dep-
Haukés BaBes, veuponoyikh véoo, ayyeiakh vooo kabws kar apbpiuda.

Meprypd@inke apxikd ota keipeva tou Innokpdn, cav pia evénpikh vocos. To 1936, o Tolp-
kos deppatondyos Hulusi Behcet nepiéypaye éva xpévio unotpomdzwv ouvépopo, nou
xapakmnpizétav and éAKn otOPATOS Kal YEvwnukwv opydvwv kabws kar payoeadiuda kan
@épel 10 dvopud tou™. 'Hon o Adapavuddns, 1o 1931, sixe avapepbei oe authv.

H véaoos sivan ouxvétepn ous Meooyeiakés xwpes, Toupkia, EARGSa, Itaia, Iopand, AiBa-
vo ka1 anies ApaBikés xmpes, otnv Ianwvia kar otnv Kopéa. MpooBanie dvipes kan yuvai-
kes, n ouxvotnta noikinAe otous Siapopous nAnBuopoUs?. H péon nilikia npooBonns sivan
40 xpovia, 1-2% wwv nepINtwoEwy eppavizetal o nandid.

KAINIKEL EKAHAQZEILX

A@Oes atduaros.

Mpokertan yia unotpomdzovia, enmduva éAkn otdpatos. Epgavizoviar oxeddv oe 6fous
tous aoBeveis pe vooo Abapavuddn-Behcet kar anotedolv cuvnBuws tnv npdn ekdbndwon.
Mnopei va epgavioBoUv ota xeifa, ta oua, tnv yAMooa, tnv unepwa, us aguydanés h kan
tov pdpuyya. LuvhBuws givar otpoyyund, noikidouv og péyeBos and Aiya xitootd péxpr duo
ekatoatd. Moidzouv pakpookomikd kai 1otonoyikd pe ta kowvd édkn atopatos, ania ouvn-
Bws eivan nepioodtepa ka1 mo ektetapéva. Enoumvovianr npoodeutkd péoa ot pia Ews
peis eBoopddes, unotpomazouv dpws kan kanolol aoBeveis Exouv TEMKA ouvexms APOEs.
©a npénel va yivel dragopikh didyvwon and énkn nou npokanei o anids épnns, and kafon-
Bn édkn otopatos, and ta éAkn tou cuvdpdpou Stevens-Johnson, and ta énkn twv QAey-
Hovwdv voowv tou eviépou, alid kar and ta éAkn aAdwv peupatooyikdv naBhoswy
onws tou LuotnpaukoU Epubnpatwdn Aukou kai tou cuvdpdpou Reiter.
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Edkn yevvnukwv opydvav.

Moidzouv pe ta €AKn ToU OTOMATOS. LUXVOTEPD EUPAVIZOVTAl OTO GOXEO OTOUS AVIPES KOl
oto miboio aus yuvaikes. MnopoUv va ep@aviocoUlv oto néos, tov K6ANO, TV NEPINPWKT-
kh neproxn, anid ka1 oe onoladhnote Bevvoyévia pepuBpdvn. Ynotpomdzouv mydtepo
ouxvd ané ta éikn otépatos, sivar dpws BabButepa, pnopei e va apnoouv ounn. Luxvd ta
énkn tou adoiou epgavizovian npiv v €upnvo puon. H véoos tou Adapavuddn-Behcet
unopei va npokanéoer emdidupiuda, canmyyiuda ka1 oupnBpiuda®.

Mapd o 6u ta £AKn yevwnukdv opyadvwy, eppavizovial o€ nocootd 80-100% twv acBevav
ue véoo Adapavudadn-Behcet, n auxvdtepn artia efkmv ival ta agppodioia: anfous épnns,
ougiAn, appodiolo Aeppokokkinpa, panakd énkos kar BouBwvikd kokkiwpa. Adda pn
appodioia aiua &ivar: 10 tpavpa (unxavikd h xnpiko), o1 Aopmwéers, avudpdoers o€ Pappa-
ka, veonAdopata (npokapkivwpa-Bowen’s disease ka1 kapkivwpa) kot 1o oUvépopo Reiter.

Aeppatkés BAdBes.

Epgavizoviar o€ nepioodtepous anod tous pioous acbeveis pe vooo Adapavudadn-Behcet.
Onuktaves, BAatides, puoanides, BAdBes tinou akuns, ozmdes epUBnua, BAdBes nou poi-
dzouv pe nuodeppa yayypavwdes ka1 yniapnth noppupa, unopei va eupavicdoly.
Itous aoBeveis pe vooo Adapavuadn-Behcet, napatnpeitar pia avapanin unepeuepeBiotd-
tnta tou déppatos évavu e1d1kou epeBiopol, yvwoth ws Pathergy test. Mpokeran yia v
gupavion epubpds Batidas n eAUKtavas, peyanutepns and névie xifootd os HidpeTpo,
24-48 wpes petd and donnto epebiopd tou Séppatos pe Bendva. To Pathergy test eivan Osu-
k6 o€ 50-70% twv aoBevav and thv Avatodh kar diyotepo ouxvo o€ acBeveis and v
Bopeia Apepikn kan Bopeia Eupadnn (10-20%). Meprypd@inke yia npwin gopd 1o 1935 kat
Bewpeitan and noAnous naBoyvwpovikd yia v voco. O punxaviopos givar dyvwatos, eai-
Vetal va ouoxetizetan pe au§npévn xnpeiotagia wwv oudetepoPiiwv.

O@Banuikn voaos.

0 opBanpés npooBanistan otnv vooo Adapavuddn-Behcet, oe nocootd nou kupaivetal
ané 25-75%, avanoya pe 1o €idos tou ninBuopol nou pedetatar. H opBanpikn voaos eivan
Miyétepo coBapn otnv Bopeio Apepikn kar odnyei onavidtepa oe WeAwon.

Mpoobia payoediuda, ouvnBws appotepdnieupn, anotedei kupiapxn ekdndwon tns
vooou. Exel 10 xapaktnpiotukd va unotpomazel, Xwpis va eupavizetar anapaitnta nAnpns
Upeon ota Haothpata petall twv engicodiwv. Xapaktnpioukd twv acBeviv pe vooo
Abdapavudadn-Behcet sivan n eypdvion coBapns npdabias payoeidiudas pe napouaia nuw-
bous unikou otov npdabio BdAapo (unénuov). Onicbia payoeidiuda, ayyeriuda tou aper-
BAnatpoeidols, onukn veupius kar and@patn ayyeiakn, anotedouv coBapés ekdnAdaoels
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s véoou, pnopsi e va npokanéoouv diatapaxés dpaons akoun kar wWewon eav dev
avupetwmoBouv éykaipa pe tnv kataAinAn pappakeutkn aywyn. Emnepukiuda, éAkn em-
nepukotos, emokinpiuda, okAnpiuda, kepatiuda, veoayyeiwaon, deutepoyevhs katappd-
Ktns ka1 yRaUkwya, pnopei va eppavicBouvt.,

Neuporoyikn véoos.

Epgavizetan o€ Aydtepo ané tous pioous aoBeveis pe vooo Adapavuddn-Behcet®®. Eivan
ouxvotepn atous avipes. Mnopei va eppavioBolv: donntn pnviyyiuda, eykepaniuda, nepi-
@epikn veupiuda, napanloes kpaviakdv veupwv Kabws kar eouakd efneippata onws
napanuon h atagia, Siatapaxés npoowmnikdntas, Yuxiatpikés diatapaxés akdpn kar Gvoia.
Ta eouakd ennsippata pnopei va opeifovial og BAdBes ota Baokd yayyma, otov ¢Aoi6 tou
eykepanou, oto oténexos, nepikoifiakn Agukh ouaia, napsykepanida kar otov vwuaio
puedd. O avwtépw BAaBes avixveovtal e tv payvnukh topoypagia®. Mabonoyoavato-
HIkG avixvetetan Sinbnon pe gAgypovwdn kuttapa yupw and ta eAeBidia, yloiwaon, vékpw-
on ka1 anwAeia veupwvwv. Mapd to 6u ainbis ayyeiiuda dev avixveletan ndvia ous napey-
xupaukés BAaBes, unopei va aveBpebei oe peyanutepa ayyeia tou eykepdnou, dnws aptn-
pies kan éBes. H aptnpriuda pnopei va odnynoer oe 10xaipika eneic6dia, aveupuopatkh
&idraon, h unapaxvoerdn apoppayia. H MRI eykepdnou kan eviote n ayyeioypagia Bon-
Bouv v didyvwon®. BpouBwon twv eykepaikwv eeBwv pnopei enions va eppaviadei.
ExbnAdvetan pe kepananyia, oidnua onukns Onins ko au§npévn nicon ENY®”, Mnopei va
eppaviobei ka1 BpopBwaon twv eykePafikwv aptnPIwV.

Le pia oe1pd 200 acbevav pe vooo Adapavuddn-Behcet kan veupofoyikh ouppetoxn, ava-
@épetal pia péon nepiodos 5-6 xpdvwv petafu tns npwdns kAvikhs ekdhAwons tns vooou
KOl TS EUPAVIONS TOU NPWIOU CUMNTWHATOS and 10 veupikd ouotnpa®. Le éva nocoatd
7,5% twv aoBevav, 10 cupnt@Uata anod 1o Veupikd ouotnpa pnopei va eugavicBolv tau-
TOXpova e v €vapén tns vooou kar o€ €va noooatd 3% va nponynBouv. Avapépetal kai
¢éva noooatd aoBevav 20% nou eva éxel npooBonh veupikou, gival aGUPNTWUATIKOI.

H npéyvwon eaptdtar ané to €idos tns npoaBonns. Acbeveis e Gonntn Unviyyoeykepa-
liuda éxouv kakh npdyvwon, eve acbeveis pe eeBikh BpduBwan tns okAnpds phviyyas
h anin napeyxupaukh BAdBn, éxouv pikpdtepn mOavétnta va eUPavicouv unotponn, avi-
kavétnta h Bdvato™®. Ta euphpata tou ENY, BonBouv otov kaBopiopd tns npdyvwaons.
AoBeveis pe auEnpéva enineda Aeukwpatos kot au€npévo apiBud kuttdpwv oto ENY,
gppavizouv, oe napakoAoUBnon IV Xpovwv PEWd 0 apxikd eng106d10, o NOCOOTO
90% ka1 véa ekdbnhdwon and to veupikod, kabos ka1 npoodeutkh avikavétnta andd kai
Bdvato. And autoUs pe puatofoyikd deukwpa oto ENY, pévo 25-30% epgavizouv anno
€ne100610”.
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Ayyelakn vooos.

Epgavizetan nepinou oto 1/3 wv aoBevav pe vooo Adapavudadn- Behcet®. Onws npokU-
nter and v avackoénnon tns Hiebvous BiBAioypagias, n ayyeiakh npoaBonn , givan cuxvo-
T1epN OToUS Avipes, kan Kupiws o€ autous pe npooBonn o@Banpou kar Beukd to Pathergy
test. Mnopei va eppaviobei ayysiiuda pikpwv kar peyanwv ayyesiov, aveupuopata, Bpdp-
Bwon aptnpiwv h eAeBv ka1 KIpooi. Ayyeiiuda aptnpitV e OXNHATICHO AVEUPUGHATWY
unopei va npooBdnne tnv aopth h dAAa peydna ayyeia, oupnepinapBavopévns Kar tns
NVEUPOVIKNS aptnpias kar unopei va givar anaiAntukn yia tnv zwn. Aipéntuon pnopei va
oeinetar oe oupiyyio petafl aptnpias kar Bpdyxou, v de eppaviobei napdinia e
BpopBwon eAeBikn adou, unopei va odnynoer tov yiatpd os AGBos didyvwon nveupovi-
khs epBonns, o évapén avunnkukns aywyns, pe anoténeopa emdeivwaon tns KAIVIKNS €1kO-
vas™.  H ayyeioypagia s nveupovikns aptnpias BonBd otnv Sidyvwon. Mveupoviké
€UPPAKTO, onavia eppavizetar. OLU éuppaypa puokapdiou adnd ka1 doguyun vocos Winou
Takayasu, pnopei va eupavioBei Adyw ayyeiiudas.

Anéppagn emnodns ka1 ev ww BaBer pAeBav, alnd ko anéppatn andwv eAeBmv, dnws
dvw ka1 kdw koidns @AéBas, alvdbpopo Budd-Chiari, pynopei va epgavioBouv. Monnés
@opés ekdbniwaels and 1o veupikd, unopei va oPeinovial os aptnpiakh h eAeBikh Bpop-
Bwon,

ApBpitba.

ZuvhBws npokanei wa acuppetpn onyoapBpiuda, pn GaBpwukh, Pn NapapoPPWUKA.
MpooBannoviar nepinou o1 piooi acBeveis otnv edon é€apaons tns vooou. MpooBanfovial
péoou kan peydnou peyéBous apBpaers, KUpia yovatd, NOOOKVNUIKES, OHOT Kal KAPMo.
Ieponayoviuda, nodu ondvia punopei va eupaviadei. To uypd sivan Peypovaddes kai n Bio-
yia tou apBpikol upéva deixvel pAeypuov™. Mnopei va eppavicBouv puadyies h apBpan-
yies.

Nepiknh vogos.

H veppikn npooBonn eival ondvia kat ouvhBws edv eppavioBei eivar hma. Mnopei va exdn-
AwOei pe apatoupia, npwielvoupia h hma vePpikh avendpkela. Inavia odnyei oe Bapeia
veppikh BAGBN™. Exel avapepBei otnv véoo tou Adapavuadn-Behcet, eouakn ungpnia-
oukn, &idxutn unepniacukn kar peuBpavwdns oneipapatoveppiuda. Mnopei enions va
eupavioBolv apunogidbwaon kar BpouBwan tns veppikhs pAEBas™.

Kapbiakn véoos.
H npoaBoin tns kapbids otnv vooo tou Adapavudadn-Behcet, eivar onavia. Mnopei va
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eupavioBolv nepikapdiuda, puokapdiuda, otepaviaia vooos, Hiatapaxés 10U CUCTAKATOS
aywyigétntas, koidiakn appuBpia, evbokapdiuda, avendpkeia BanBidwv ka1 ivwon puo-
kapbiou™,

Erkn yaotpeviepikou.

‘Edkn otov tefikd aied, oto o Kar ato avidv k6ov, éxouv ava@epBei oe opiopévous
aoBeveis. Mpénel navia va yivetar dragopikh Hidyvwaon and us Pisypovadels vooous tou
eviépou, o1 onoies npokanoUv enions kar éAkn otdpatos ta onoia dev diapépouv and ta
énkn tns vooou tou Adapavuddn-Behcet.

Adfes exkbnAdaeis.

Mupetods, kataBorh kar kakouxia. MpoBAnpata pe tnv Asitoupyia tns oupodoxou KUGTEWS
ka1 Tou eviépou pnopei va eppavioBolyv kai va ogeifoviar oe npooBoin veuponoyikh f
ayysiakn.

AIATNQXH

Aev undpxouv diayvwoukd epyactnpiakd eupnpata. Xav anoténeopa n Sidyvwaon otnpize-
a1 neP1oadtepo o kivikd dedopéva. Ltnv EEapon tns vooou, o1 deiktes pAeypovAs pnopei
va givar au§npévor (TKE, CRP, Aeukd aipoogaipia, a2 kar y ogaipives). O peupatogidns
napaywv kai ta ANA givar ouvhBws apvnukd. O1 avocoopaipives givar ouvhBws au§npéves,
avocooupnAéypata ka1 KpuooPaipives UNopei va avixveubouv.
O1 aoBeveis pe vooo Adapavuadn-Behcet and tnv Ianwvia ko v Avatofikh Meadyeio,
gp@avizouv 3-6 Qopés peyanutepn auxvdtnta tou HLA B5™, o€ axéon pe tov puatonoyiko
nAnBuopd. H napouacia tou cuoxetizetan pe coBapdtepn vogo.
Mdpopa drayvwoukd kpithpia €xouv katd kaipous OeomoBei. Ta nadaidtepa kpithpia tou
O’Duffy, anatouv tnv napoucia a@Bov otdpatos ouv touldxiotov U0 anod 1a KATWEPW:
édkn yevvnukwv opyavwv, upeviuda, oniobia payosidiuda, ka1 Beukd Pathergy test, h
pnviyyoeykepaniuda, epoéoov anokieioBolv @ieypovmdns vooos tou eviépou h andn
autodvoon vooos™. Néa kpithpia dnpoaieuBnkav to 1990 ané tnv AicBvh opdda peféns
yia tnv véoo tou Adapavudadn-Behcet (International Study Group- ISG)". Ta kpithpia autd
@aivetan va eivar noAU euaioBnta kan €161kd (95% ka1 98% avtiotoixa)™. Anaitoldv v
napouaia, TouAdxiotov Tpels Popés Tov xpdvo, apBav atdpatos, cuv dUo and ta akdAou-
Ba ka1 epooov anokneigBei n napouaia aAAns cuotnpaukhs véaou:
* Ynotpomdzovia £AKn yeEvwnukwv opydvawv.
o OpOBanpkn BAGBN (ocupnepinapBavopévwy npdabias kan oniobias payosidiudas, kuttd-
pwv oto uanogdés pe tnv oxiopogidn Auxvia n ayyeriuda au@iBAnotpoeidous dan-
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owwpévn ané opBanpiatpo).
o Aeppaukés BAaBes (oupnepinapBavopévav ozwbdous epubnuatos, yeudoayyeiuda,
BAaudopAuktavaddels BAdBes, tunou akuns BAaBes).
o Ocuko Pathergy test (BAatida 2xi1A h nepioadtepo o€ péyebos, n onoia eppavizetan 24-
48 wpes petd anod nidyia sicodo BeAdvns 20-25 gauge oto 6éppa, oe BaBos Smm).
To oUvbpopo Reiter, 0 ZEA, o1 pAeypovwdels nabnoels tou viépou kai o1 ayyeliudes, por-
pdzovtal noAAd kova onpeia pe v vooo tou Adapavuddn-Behcet. Eidikwtepa:
A) O1 aoBeveis e olvdpopo Reiter, eppavizouv napopoia apBpikh npooBonn, depuatikés
BndaBes, élkn otdpatos kar yevvnukwv opyavwv, opBadpikn npooBoih ka1 npoaBoin
yaotpeviepikoU. Opws oupnBpnuda, 1epoayoviuda, cuvdeopdputa LI kar evBsoondbeia,
B27 avuydvo, unepkepauvonoinon dépuatos, dev napatnpolvial otous acbeveis pe vooo
Abapavuddn- Behcet.
B) O1 aoBeveis pe ZEA epgavizouv apbpiuda, beppaukés BAdBes, éAkn otdpatos, veupoyu-
xiatpikés ekdbniwaoels ka1 opBanpikés ekdnAwaels. Opws o1 acbeveis pe LEA, givar ouxvote-
pa yuvaikes, egpavizouv cuvhBws noAuapBpiuda cuppetpikh, pwtocuaiodnaia Kar gpavo-
pevo Raynaud, éxouv autoavuowpata Ogukd (ANA-DNA-ENA), n veppikh npoaBoih eivar
ouxvotepn kai coBapdtepn, pnopsi o€ va eppavicouv BpopBonevia, Aeukonevia kar aipo-
Autkn avaiyia.
I O1 aoBeveis pe pAeypovmdels vooous Tou eviépou epgavizouv, nepipepikn apOpiuda,
énkn otépatos, deppaukés BAaBes, opOanpikés ekdnAwaoels kan yaotpeviepikés diatapaxés.
Opws dev eppavizouv €kn YEVWNTUKOV 0pYAvwY, VEUPOYUXIATPIKES Oiatapaxés, emdidupi-
uba ka ayysiakés datapaxés, éxouv de ouxvotepa 1epofayoviuda, npooBodn LI twnou
aykuAwukns ka1 B27 Beuko.
A) O1 aobeveis pe ayyeariuda eppavizouv éAkn atdpatos, deppaukés BAdBes, apbpiuda,
o@Banpikh npooBonn, veuponoyikés ekdbnAwaers kal npooBonn yaotpeviepikoU. Asv eupa-
vizouv éAkn yevvnukav opydvwv, n npooBonh tou o@Banpou eivar ondvia kar dydtepo
ooBapn, eved n npoaBonh tou veppou ivan cuxvotepn kar coBapdrepn.
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NOZOL AAAMANTIAAH-BECHET: ©EPANEYTIKH
& ANTIMETQNIZH

MN.MN. Zpnkakns
“ Enikoupos KaBnyntns MaBonoyias-Peupatodoyias ,
ATlpon. MaBoAoyikn KAwikn Mav/uiou ABnvav, Aaiké Nogokopeio

H véoos Adapavuddn-Behcet (AB) eivar xpévia, unotpomdzouca, gpeypovamdns voéoos nou
Katatdoetal ous ouoTtNPaTKES ayysiudes.  Xapakinpizetan and unotpomdzovia otopatkd
énkn, éAkn yevwnukav opydvwv, apBpiuda/apBpadyia, deppatkés BAGBes ko opBadpkh
npooBoin (payosidiuda, ayyeiuda). e apketous acbeveis npooBdnnetan kan 10 yaotpe-
vigpiké aUotnpa (e1kéva @ieypovadous vooou tou eviépou), ta peydna ayyeia (BpopBo-
oneBiuda), eved og opiopévous ouvundpxel coBapn npooBoin tou KevipikoU NeupikoU
Zuothpatos™?, Qs yvwatd, n vooos éxel 101aitepn yewypa@ikh katavopn kai n EAAada
oupnepiapBavetan ous xwpes pe tnv uynAdtepn enintwon vooou AB, naykoopiws.

Aéyw tns puogws tns vooou n Bepaneia eivan anoAUtws gatopikeupévn. Etal, thv emtuxn
Bepaneutkn avupetdmon wv acBeviv npéngl ndvia va ekupdvial ta €Ens: a) n vooos
duvatév va napouaidzel autdpates eEdpoels, annd kar autdpates upéoers, B) 16oo o pub-
pos, 600 Kkal n éviaon twv unotponwvy, affd kai n enoUAwon twv BAaBov, diagépouv
onpavukd petalt wv acbevav, kar y) napa v ‘kAacoikd’ diadginouca eAgypovmdn
nopeia, n vooos ‘otaBeponoieital’ oe opiopévous aoBeveis ka1 PETATPENETN OE Xpovia o€
kénoto 6pyavo (n. x. opBanpoi). Zuvenms, 0 OTOX0S NS AVUMEIDNIONS NPENeEl va ivan A
dueon évapén Oepancias, wate va ano@euxoUv 01 UNOTPONES Kai n eykatdotaon povipwy
BAaBov ot zwukd dpyava. Evdekukd ava@épetar 6u nepinou 80% twv acBevav pe
o@Banpikh npooBonn, edv peivouv xwpis Oepaneia, katannyouv o€ WeAwon péoa ot 3.6
g,

Av kan bev undpxe opioukn Bepaneia tns vooou, otnv nicloynia twv acBevwv o1 KMvIKES
ekdnAdagis ugievian pe avoookatactanukh aywyn pe &aipeon v o@Banpikh npooBonh
nou eivar kan n coBapwtepn emniokn and nieupds voonpdtntos®. AkOUn Kal ohpepa
watdoo, n Bepansia napapével ouaIaoTKA CUMNTWHATKA Kal N EMAOYN TV GUYKEKPIHKE-
vov gappdkwv eivan epneipikn®*s. Aentopepns nepypagh kar avdduon twv diapopwv
Bepaneuukmv otpatnyikmv nou duvatdv va xpnaoigonoinBolv dnpoaieltnke npdopata “.
e yevikés ypappés, kar napd v énneiyn peydiwv kal kand oxedlaopévav peetwv, Qai-
vetal 6u n kodxikivn™, kar n Bamdopidn® eivar anotedeopaukd edppaka yia us ekdnAw-
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og1s and tous BAevoyovous kal 1o déppa.  Zuvduaouoi kopukootepoerdv ka1 Srapopwy,
un-g161kV avoookataotadukwv gappdkwy, onws n azabionpivn®, pebotpefdn®, kukno-
onopivn-A™" tarcolimus™, xAwpapBoukiAn h kukAoPwaopapion™', xpnoionololvial
étav anaidouvian zwukd opyava. H wieppepdvn-a ivan enions anoteAeopaukh yia vy
Bepaneia twv BAevoyovodeppaukwy ekdnAdoswv!™, kan evoexopévws yia thv Bepaneia tns
o@Banpikhs npooBoAns™ . Qatdoo, tovizetal 6u kavéva and 10 avwTépw GApUaka n ouv-
duaopoUs dev exel anodeixBei va unepéxer petagl wwv dndwv.

Ews npoogata, atous acBeveis pas pe coBapn npoaBonn opBanuwv, eviépou h KNI, expn-
olgonoigito ouvbuaopds kopukootepoeldwv (npedvizévn, 0.25 mg/Kgr, npepnaiws),
kukioonopivns (5 mg/Kgr, nuepnaiws), ka1 azaBionpivns (3 mg/Kgr, nuepnaiws), 1600 o€
apxikh npooBonn, 600 ka1 ous UNoTPOnés, v o 1610s CUVOUAOOS ExpNOIONOIEiTO OF
pikpotepes dooers oav Bepaneia ouvinphoews. Ltous aoBeveis nou dev avianokpivovial
1Kavonoinukd n dev avianokpivovian kaBénou, xpnolonoisital emnpdabeta (6x1 ndviote
EMTUXWS) kan KukAw@oo@apidn. Ev todtols, napd tnv xophynon twv napandvw ouvoua-
opwv, opiopévol aoBeveis n.x. pe avBekukn o@Oanpikn npooBoih katannyouv o€ WPAw-
on.

Tov tefeutaio xpovo dokipdzetan n duvatdtnta Bepangutikns avupetwmons coBapwv nepi-
nwoswv vooou AB pe diakonn/tpononoinon twv dpdoewv tou TNF xpnoigonoiwvias
katdAAnAous BioAoyikous napdyovies. H ofeia xopnynon avu-TNF avuowpatos odnynoe
o€ dueon ka1 nAnpn Ueeon coBapwv ko avBekukwv os oupBaukh Bepaneia eAkmv 6¢p-
patos ka1 Bgvoyovwv!'®, eviepikns npooBoAns'®*®, andd kar navpayoeidiudos®. Enions,
oe efeyxopevn penétn ToUpkwv epeuvntwy, nou dev éxel dnpoaieuBei npos 1o napdv, n
xophynon &iadutwv unodoxéwv TNF eni éva pnva sixe euepyeukd anotenéopata otis BAe-
voyovodeppaukés ekdnimoeis®. Zuvorikd @aivetar 6u n avu-TNF Bepaneia anotedsi pia
véa, anotefeopatkhn npoogyyion yia tous acBeveis pe AB. Tpeis, Toundxiotov, NPOONTKES
penétes nou eEeficoovian npdkeItal va anavingouv 10 EpWINUa Katd néoov auth n npo-
oéyyion gival anoteNeopatKkOTEPN TV BN XPNOILONOIOUHEVWVY,
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.+ 4 AIATNQZITIKH MPOZEITIZH ALOENQN ME AYXENAATIA

Ap Inupos Aailavibns
AvanAnpwtns AicuBuvtis ELY, BT KAwikn, Innokpdteio Noookopeio Osooadovikns

H auxevanyia eivar e€mpeukd ouxvo 1atpikd npoBAnpa, kabms névos otov auxéva avagé-
petar oo 13% nepinou tou nAnBuopol twv evniikwy, v nepinou 50% tou evniikou
nAnBuaopou avapépouv 10topikd auxevanyias pe ouvodous diatapaxés Aertoupyikdtntas™.
Eivar ouxvotepn atnv niikia v 50 €tdv ka1 ouxvotepn ous yuvaikes. H kivikn nopeia tns
auxevanyias eivar anpéBientn kar unopei va npokanéael éviovn avannpia(2), evaw Bepa-
NEUTKN QVUPEIOMON Tns YE HIAQPOPES TEXVIKES XeIPIop@Y tns onovourikns atnins avagé-
petal akdun and tnv enoxh tou Innokpdwn kar apydtepa tou faAnvou™. MapodAo nou 1o
10T0p1KO Ka1 n Siayvwoukh ektiynon pnopei va unodniwvouv thv artia tns auxevadyias,
ous nep1oodtepes nepintwoels n nabonoyoavatopikh &epyacia dev eivan EekdBapn kar €tor
xapakwnpizetan «pn edikh» auxevayio®.,

H kivikn npoaoéyyion atous acbeveis e oopuanyia éxel otoxo va npoaodiopioel tnv npoé-
Asuon twv oupntwpatwy, tnv éktaon ts BAAGBNS kar tnv avaykn cuvinenTKNS avupETwNI-
ons f xeipoupyikns napéuBaons. EGv 10 10t0p1Kd Kat n peupatonoyikn — veuponoyikh ekti-
unon unodnAdver tnv unapén BAaBNs, tote sivan anapaitntes napaknivikés dokipacies Ka,
e161k01EPQ, veupopualonoyikés Kal veupoaneikovioukés péBodor diepelivnons yia tov akpi-
Bh Sayvwouké npoadiopiopd tou npoBAnpartos.

Ta auxevikd npoBAnpata diakpivovial og HUo peydnes opddes: autd nou ogeifovial kupiws
ous apBpaels kai Tous ouvaQeis CUVOETHIOUS Kat HUES TOU auxEva Kal autd nou apopouv
US QUXEVIKES pizes h tov vauaio puedo®. Aiua nou pnopei va npokadolv ta napandvo
npoBAnpata eivai®”;

¢ Kdkwon (avutunias) h ekpution nou agopd apBpwaels, pies ka1 GUVOESHOUS (AUXEVIKA
onovouAwaon)

o Oneypovdes voonpua (peupatoedns apbpiuda, aykuAwukh onovbuniuda, peupaukn
nodupuadyia)

* Noipwén (Srokiuda, emokAnpidio andotnpa, pnviyyiuda)

* AinBnon (petaotaukd kapkivepa, ooteoeldés ootéwpa, 6ykol vwuaiou puenou, nofna-
nioUv puénwpa)
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Eikéva 1. AiokapBpondBeia auxévos Eixdva 2. Ztévwon VeupiKwv Eikéva 3. Micon tou vwuaiou puedou
e npoabia kai onioBia ootedputa pnudtwv and ootedpura (Bén) ané iokokAAn™

H Anyn dentopepous 10topikoU kan n ninpns kfivikh §étaon ouvnBws ivan enapkeis date
va npoadiopiotei o aftio tns auxevadyias, n dieukpivion dpws cuvhBws anartei ka1 napa-
kfhivikh Siepelvnon pe aneikovioukés peBddous, veupopuaiofoyikn peétn, aipatofoyikd
- Bioxnpiké éneyxo kan dokipacies avanapaywyns Tou N6Vou.

ATEIKONILTIKEZ MEGOAQI

O1 aneikovioukés péBodor nepidapBdvouv us aniés akuvoypaies, tnv a§ovikn kai v
payvnukh topoypagia, 1@ omvBnpoypaphyata pe padioicotona kar tn pusoypadia. Oa
npénel BéBaia va tovioBei €6 du otn peydn nigloyneia wwv nepiNtwogwv dev undpxel
évoeitn dievépyeias kapias aneikovioukns &€taons®.

Anfés akuvoypagics

H annés akuvoypagies «poutivas» tns AMIL nepidapBavouv: (1) npocoBioniobia Anyn
dtiavta ka1 a&ova péow avoiktol otoparos, (2) npooBioniobia AAYN twv KATMTEPWV AUXE-
vikwv onovéuAwy, (3) nidyies Anyels ae kauwn, oudétepn Béon kan éktaon kai (4) apiote-
pn kar 6§16 Ao€n Béon. NMa v e€étaon BéBma twv akuvoypagiwv anaiteitar kar KAVIKA
ouvektipnon, kaBms cagn akuvofoyikd euphpata pnopei va ouvodelovial and endxiota
evoxAhpata kai 1o avtiBeto®.
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O1 akuvoypagies npénel apxikd va eetdzovial yia katdypata ka1 une€apOpnpata - dnou
undpxel oxeuko 10TOPIKS - Kat va eféyxoviar yia eikova aotabeias, pe oUykpion twv AnYe-
wv o€ Kapyn ka1 éktaon. Eidikdtepa npénel va avaznteitan wxov actdBeia tns atdavioa-
Eovikns apBpwaons, nou oupBaivel oxedov anokieioukd otn peupatosidn apBpiuda,
annid pnopei va oupBei ka1 oe dAfes kataotdoels nou npooBdnfouv tov 0ddvia h tous
ouvdéapous tns atdavioa&ovikhs dpBpwaons ka1 n onoia eléyxetar Pe oUYKpIoN NS ano-
otaons petagl odoévios ka1 npooBiou 16&ou tou dtAavia os kKApYn Kal éktaon. Me us
anfés akuvoypagies enions pnopei va anokieicBoluv npwtonabn voohpata 1wV 0otwy
onws n véoos Paget, okAnpuvukés 6inBhoels and kakonOeies kal ooteopueniuda n dioki-
uba. O1 ooukés dopés npénel va enéyxovian yia ooteondpwaon, h cuyyeveis avwpanies
onws o1 ouvtners twv onovdUnwy, eved o1 apBpwaels punopei va eupavizouv ootedPuLa,
n ko &raBpaeis ous eAeypovadels apbpondbeies. H auxevikh diokapOpondbeia pe
ouvodd ootedguta (e1k. 1) ouxvd pnopei va ivan acupntwpaukh, 16iws Petd tnv niikia
twv 50, evd ous Aogés Ahyers unopei va napatnpnBei otévwon twv pnpdtwv and npo-
Bandovia ootedguta (e1k.2). Etal, n eppnveia twv eupnpdtwv auxevikhs onovduAwaons,
nou eivar akuvoroyikn didyvwaon, oe acBevn pe auxevikd névo, Ba npénel va yivetan pe
161aitepn npoacoxn, kaBws eivar and yvwotd and pakpoU Ot ta EupNpaTa autd Hev GUOXE-
tizovtal pe v éviaon twv evoxAnpdtwv?. EnaoBeotmoels 1wV ouvOéopwy pnopei va
anaviwvial o€ aykudwukh onovoudiuda (6nou BéBaa anavidviar kar cuvdeopodputa),
ekpuion, tpaupauopd h didxutn aykudwukn unepdotwon. H aotdbeia, nou dramotw-
vetar ous nAdyies ANYeis kauyns - éktaons, €ios, unopei va ogeifetar o€ aBAnukh KAKw-
on, ouxvotepa Opws anavidtal Adyw xadapdtntas twv cuvdéopwv o€ ayluvaota dropa.
Mayvnukn kar afovikn touoypagia

H payvnukn topoypagia (MRI) ouvbudzer us peyanUtepes HUVATOTNTES TWV TEXVIKOV AUTOV
ka1 pnopei va aneikovizel onovduious, pecoanovdunious diokous, tov emaokAnpidio xwpo,
VEUPIKG otoIxeia, ayyeia kar napacnovouikd otoixeia, Xwpis tn XxpNon GKIACUKMY YECWV.
O1 aoBeveis nou eCetdzovial pe MRI auxévos npénel va unoBdandovtal touddxiotov og 6Uo
akonoubies onpdtwy, ouvbuaopo T1 kar T2 akofoubias®. O1 oBeMaies ekdves oupnanpw-
vovtan pe agovikés topgs oto eninedo dnou kvikd evionizetan to evdiapépov. H MRI Bew-
peitan péBodos exfoyns yia tnv ektipnon mOavis auxevikhs pizondBeias, otévwaons tou
onovbunikoU owfnva, ouyyevav avwpanicv, cuplyyopuedias Kar npaipns ekpuions tou
diokou® kan eppavizer e€apeukd ugnin euaiobnoia kan €e1Gikeuon ws NPos tnv avixveu-
on knins pecoonovbudiou diokou™ (ek. 3). H MRI €ivan enions 161aitepa xphoiun otnv
aneikovion euppeAaktwy, anopusfiviwons h evOOLUENKWOV OYKwV.

H oupBodn tns MRI otn diepelvnon s auxevadyias punxavikns aruonoyias dev éxel enap-
kws ekupnBei, kabws 10 éva NEUNTO Twv aoUPNTWHATKOV acBevav éxouv naBonoyikd
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euphpata otnv MR, evw 10 60% twv nfikiwpévwv acbevav napouaidzouv nabodoyikn
aneikovion twv pecoonovouwy diokwv!™, Tus kakwaoels avutunias (whiplash injuries)
angikovizovian evbodiokikés BAGBes atov np6abio wadn daktuio, nou avuotoixouv ota
naBofoyoavatopika euphpata acBevawv nou neBaivouv and tpoxaia awxnyata, dev éxel
Opws dieukpivioBei av anotedoUv artia auxevikoU névou™™, kaBms Aentopepeis penétes
éxouv beifer 6u ta panakd popia wwv anopualakmv apbpwoewv dev angikovizovian 1kavo-
noinukd, wate va avidodvial nAnpoopies pe kvikn xpnaipétnta. H MRI npénel va epap-
pézetar 6tav undpxel unovola evdopuemikns nabonoyikns eEepyaaias n veuponoyikns dia-
tapaxns ka1 dev npénel va anoteei e€étaon poutivas o€ aoBeveis pe kKO 10TOPIKG ave-
ninAektns pnxavikhs auxevanyias.

H a§ovikn topoypagia (CT) sivan 10060vapn pe tnv MRI otnv aneikévion e€wpuefikmv
Oykwv ka1 tpaupdtwvt?, pe nigovéktnpa otav o1 acBeveis dev eivar og otaBepn katdotaon
h og Unap&n uNooTNPIKTKMY GUOKEUWY, nws tou Bnpatoddn, nou kabiotouv aduvatn
xphon MRI. H CT éxer 1biaitepn a&ia otnv angikdvion Ka eKtipnon v 00UK®Y Sopmy nou
Bpiokovtal og ouvd@eia pe velpa, Onws ta veupikd tphpata. H diakprukn 1kavétnta enau-
Eavetan pe tn xphon okiaoukoU (a&ovikh pueioypaia), nou emipénel tnv Gueon aneikovi-
On WV VEUPIKWY P1zav, twv eAUTPWV Kal tou vwtaiou puedou. H oupBoin ts CT otnv
ektipnon panakav popiwv ivar nepropiopévn kan Ba npénel va epappdzetar pévo dtav die-
peuvatar mBavh nieon tou puefoU, niean veupikns pizas h auxevikh puenonadeia™. Eal,
ot Higpelivnon auxevikou novou xwpis veupoRoyika oupntpata h onpeia kar xwpis k-
vikn h akuvodoyikn évdeiEn un punxavikns BAaBns o pdos tns CT eivan pdAnov pikpods kai
npénel va epappdzetan Povo dtav xpeidzetan nepartépw dieukpivion kanoio eupnua annns
akuvoypagias h dtav mBavofoyeita nieon veupou.

ZmvBnpoypdepnua e 106tona

Adyw tns peyanns tous euaiobnaias, ta omvBnpoypaghuata pe padioiodtona xpnaoiponor-
oUvtan yia tv avixveuon ooukwv BAaBwv, dnws oe psypovmdels apBpondBeies, Nolpw-
Ee1s, petaBorikd voonpata n petaotdoeis Oykwv (Mveupdvwy, pactol, npootdtn, Bupeosl-
bous, veppav), evd dev avixvelouv Autkés BAaBes, 6nws n.x. noAdandolv puédwpa. To
OUXVOTEPA XpnolponoloUpevo gival 1o omvBnpoypdpnpua pe padievepyd pebuievodipw-
opoviko texvitio (99mTc MDP). MoAnés popés ivar xphaolun n e§€taon TPIOV PACEWY, EVED
ta onpeia au§npévns npooAnyns npénel va SiEPEUVOVIAT NEPATIEPW HE AKTVOYPAPIES N
Topoypagies.

Muenoypagia
Me tnv éyxuon okiaoukoU oto eykepanovwuaio uypd (ENY) eléyxetan 1o nepiypappa tou
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unapaxvoeidous xwpou ka1 e161kdTEPa 0 vwuaios HUENSS Kal o1 vEUpIkEs pizes. Ones o1 BAd-
Bes nou avixveuovtar pe tn pueioypagia Givouv veuponoyikd cUNT@HATA Kal onyegia Kat
ondvia éws noté anin auxevadyia.

NEYPOO®YZIOAOIKH MEAETH

H veupoguaiofoyikn pefétn xpnoiponoigitan yia th &1dkpion kivnukns kar aicBnukns
buoneroupyias twv nepipepikwv velpwv. Mnopei enions va xpnaoiponoindei yia th sidkpi-
on petagl BAaBav otnv nepipépera kar BAaBwv ous veupikés pizes dtav ouvduaatolv nie-
Ktpopuoypaenua, Yeétn veupikns aywylpétntas Kot owpatoaiodnukd npokintd duvapr-
k@™, To HMT kan n veupikh aywyipdtnta xpnoipeuouv €Aos yia t didkpion guaoiooyikov
kataotdoswv and &idxutn noduveupondBeia, nepipepikn nieon («nayideuon») velpwv,
HuondBsies, datapaxés tns veupouuikns olvayns (HuacBévela) kar vooo twv npooBiwv
kepdtwv®

AIMATOAOTIKOZ-BIOXHMIKOL EAErXOx

O aipatofoyikds-Broxnpikoés éneyxos ondvia BonBder otn extipnon pnxavikhs arnofoyias
névou otov auxéva. Otav undpxer unévola Unap&ns Aoipwéns h dykou punopei va unoBon-
Bnaog tn didyvwon o ap1Buds twv dgukwv, n TKE, n CRP ka1 n adkaikh pwopatdon. E&éta-
on tou ENY npéne va yivetar 6tav undpxer unévoia Aoipwéns (unviyyiuda) h unapaxvosi-
6oUs aipoppayias.

AOKIMAZIEX ANATMAPATQIHZ / ANALTOAHZ TOY MONQOY

Orav ous pop@onoyikés aneikovioels Sev undpxel EUPNA NOU Va CUOXETizetal a§idmata e
UNXaVIKO QUXEVIKO NOVO, O€ HEPIKES NEPINTWOEIS Kpivetan anapaitnto n Siayvwoukn dadi-
kaoia va kateuBuvetan atov i610 tov névo, wote va tautonoinBei n npoéigucnh tou. Xpnar-
ponoigital n auxevikh diokoypagia, pe éyxuon okiaoukoU otov dioko pe enakéioubo v
avanapaywyn tou névou, ta anoteféapatd tns peBddou auths dpws dev Bewpouvial noAU
a&iomorta™,

H &1"Bnon v anoguaoiakdv apBpiaoswv gival n mo cuvnBiopévn dokipacia avactonns,
ue t Aoyikn éu avaioBntonoinon ths unelBuvns nepioxns Ba avakoupioel and ta cupnt®-
pata. Meées pe autés us texvikes éxouv OeiCer enintwon 54% tou névou nou eCopudtal
and ano@ualakés apBpwagls ous NEPINTWOEIS KAKWOEWV and avutunia (tpoxaia atuxnpa-
1a)™, oUte 6pws ka1 auth n npoonénaan Bewpeitar Ikavonoinukn, kabws dev npoadiopizel
tous acBeveis pe novo nou eCopudtar and nePIOoOTEPA TOU €vOS AVATOMIKG oToIXEia N
nepioxés®,

To 10t0p1K6 Ka1 n Kivikh peupatoioyikh / veuponoyikn €€taon napapévouv o1 Npwtapxi-
kés ka1 niéov afiémotes péBodor Hiepelvnans tou auxevikou névou, kabws Ba anokdsioel
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kfhivikés kataotdoels ektds auxévos nou mpokadoUv evoxAnpata nou npoBanfovian o€
auth tv nepioxn. H epappoyn kar v nAéov eGeMypévwv napakiivikwv pebddwv diepeu-
vnons 6ev anokanUntel thv a1tia ToU NGVOU OTOV AUXEVA O onPavtké apiBud naoxoviwy.
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THE ASSESSMENT OF RHEUMATOID ARTHRITIS IN
CLINICAL TRIALS: «REMISSION VS RESPONSE» CRITERIA

Piet L.C.M. van Riel

“ Professor of Rheumatology
University Medlical Center Nijmegen
The Netherlands

In the past years the approach to the treatment of Rheumatoid Arthritis (RA) has changed
dramatically. While earlier there was a policy of restraint when treating patients with RA
with second-line agents, nowadays patientsare not only treated as early as possible after
the diagnosis has been made but the strategy itself has also changed. Second-line agents
are often given in combination, corticosteroids are frequently given as bridge therapies or
as additional treatment. Promising are the results of the anticytokine therapies like the
TNFa blocking agents. The principle aim of these strategies is to decrease the disease
activity as soon as possible and through this to prevent structural damage. Mandatory for
this approach is to monitor the disease process of the patients as accurately as possible.
As disease activity is the target of our second-line treatments we should measure it on a
regular base. Although less frequently, next to this the consequences of disease activity
like functional capacity, structural damage or more patient oriented measurements should
be assessed as well.

Due to the heterogeneous presentation of RA disease activity can not be measured with
one single variable. This was reason to develop a combined index, the Disease Activity
Score (DAS) which includes the number of swollen and tender joints, an acute phase
response and a general health measure. In combination with criteria for change in disease
activity individual improvement criteria have been developed: the EULAR response criteria
which are extensively validated. Although it is important in clinical trials to assess change
in disease activity this should not be the only outcome measurement with this respect.
The ultimate goal of our treatments is to suppress disease activity to the lowest possible
level. With the DAS the activity of the disease can be described from no disease activity at
all (remission) upto very active disease and could therefore be a usefull additional
endpoint. Cut off points on the DAS have been validated which represent moderate, low
or no disease activity. The number of patients fullfilling these criteria at different time
points can be assessed and compared between different treatments. In addition the mean
DAS over a certain period or the Area under the curve can be calculated and compared.
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THE MANAGEMENT OF RHEUMATOID ARTHRITIS

Gabriel S. Panayi, ScD, MD, FRCP

Arthritis Research Campaign Professor of Rheumatology
" Department of Rheumatology Guy’s, King’s and St Thomas’ School of Medicine
King's College London - Guy's Hospital - London SE1 9RT

Rheumatoid arthritis (RA) is the commonest human autoimmune disease. It is a serious
disease. It imposes severe socio-economic and medical burdens on patients. These
burdens are the consequence of immune-mediated inflammation in joints and in extra-
articular sites. A particularly severe extra-articular problem is that of vascular disease. This
is the major determinant of the increased mortality in RA. As we have demonstrated, RA
is less severe in Greece than it is in the UK. This applies both to the joint disease itself as
well as to extra-articular features such as nodules, vasculitis and secondary Sjogren's
syndrome. However, it is not known whether there is increased vascular pathology and
mortality in Greek patients with RA.

The Rheumatoid Arthritis Centre @ GSTT

Such a common and serious disease demands a serious and goal directed approach to its
management. At Guy’s and St Thomas' Hospital, I and Dr Bruce Kirkham, in collaboration
with our other rheumatology colleagues, have set up a Rheumatoid Arthritis Centre
dedicated to the management solely of patients with RA. The RA Centre has clearly
defined treatment goals:
1. The achievement of disease remission, defined as a Disease Activity Score (DAS) equal
to or less than 2.2
2. The identification and management of risk factors for cardiovascular disease
3. No further requirement for analgesics including COX-2 inhibitors or NSAIDs
4. Return to work
5. Improvement in the quality of life, defined by several validated instruments, to as
near normality as possible
Of course, these aims are more likely to be achieved in patients with early disease rather
than in those with chronic disease and widespread and severe joint destruction.
Nevertheless, even in those patients it is possible to significantly reduce pain and fatigue
and to improve their quality of life. Only time will tell whether this holistic approach will
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prevent or reduce the need for joint replacements and increase the likelihood of remaining
in gainful employment. This applies to the vascular outcome although the recent
demonstration of a halving of cardiovascular mortality in patients taking methotrexate
suggests that may also be an achievable goal.

The RA Centre, in common with all other well-organised Rheumatology Departments, is
run on a multidisciplinary basis. We are fortunate that our orthopaedic surgeons not only
specialise in anatomical regions but some are specialist RA surgeons. There is always a
nurse specialist in attendance at the Centre.

Evidence based management

All management decisions are evidence-based and are applied by all the consultants by
agreement. In addition to discussion of individual patients during the clinic itself, there is
a meeting of all the participating doctors, including the trainees, nursing staff and others
at the end of clinic when all the patients are briefly presented and management debated.
These procedures ensure not only uniformity of management but management of the
highest standard and most recent knowledge.

The basis of management

The management of patients is determined by our pre-defined goals (see above). These
goals are achieved by the application of standard measuring instruments such as the DAS,
the Health Assessment Questionnaire (HAQ) and SF-36, and appropriate laboratory tests
such as the erythrocyte sedimentation rate and lipid levels, amongst others. These
standardised measurements not only allow meaningful comparison of disease
management of patients being seen by different doctors but also involve the patients
themselves in monitoring their disease. This is a very important aspect of integrating
patients into their management - to take control of their disease. As part of this effort
we are developing a programme of graded aerobic exercises for patients to undertake as
a group activity in their local health centres or gymnasia.

Common treatment and monitoring protocols
We have developed common treatment protocols in several areas and others are being
developed. These included:
1. The use of monotherapy
2. The introduction of combination therapy
3. The use of biologics and the registering and follow-up of patients on the British
Society of Rheumatology Biologics Register
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4. Common protocols for the monitoring of drug toxicity
5. Protocols for the prevention of vascular disease based on the guidelines of the British
Cardiac Society.

Teaching and research

The RA Centre has proved an invaluable method by which to deliver high quality teaching
to trainees in Rheumatology as well as allied health professionals such as nurses. We are
hoping, provided the funding can be found, to integrate patient education into the work
of the Centre. The nurse practitioner already undertakes a teaching function in terms of
drugs and their monitoring but a dedicated person who has formal teaching skills would
be a most welcome additional resource.

The research potential of the Centre is self-evident. Two areas of immediate application
are drug trials and genetic research. The Centre lends itself to audit, one form of research,
so that we shall be able to judge whether we are keeping to our treatment goals and that
any local, national or international guidelines validated for the management of patients
with RA are being used correctly.

Summary and conclusion

The institution of the Rheumatoid Arthritis Centre has been for me the most exciting
treatment innovation with which I have been associated. Research only acquires value
when it is applied effectively to the treatment of patients. I would urge you to institute
such Centres in your institutions.
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H AKPA XEIPA XTH PEYMATOEIAH APOPITIAA

Anpos K Matpikos
III PsupatoAdyos
EmueAnths PeupatooyikoU Tunuatos NIMTE

H Peupatoeidns ApBpiuda (PA) anotedei tnv mo ouxvh ieypovmdn peupatonoyikh vooo.
H kAagikh pop@n tns, xapaktnpizeta and ouppetpikh npoaBonn dAwv twv apbpwotwv
kan 1610itepa v NEPIPEPIKMV apBpDaEwY TV AKpwv XEIPWV Kal nodwv, nou e&efiooetarn
0€ KataotpoQh Tous, NPOKaAmVIas Xapaktnpioukes NAPAUOPPWAOEIS Kal anmAgia tns del-
Toupyikétntas tous. H ouxvotnta s givar nepinou 0.5 %.

H nAhpns ékgpaon tns vooou npokanei eikéva, nou duokona dapedyel and tn diayvw-
oukh okéyn. O1 NPWIES AVUKEIPEVIKA avayvwpiolpes kdnAwaoels tns evionizovial Kupiws
ous €yyus ganayyopanayyikés apbpwaoels (EOD), us petakapnoganayyikés (MKO) ka
tous kapnous. H PA auvnBws eidetan twv anw anayyopanayyikwv (ADD) apBpmoswy
€kt6s tou avtixelpa. Onws npokuntel and diapopes penétes n dkpa xeipa — kapnds ano-
tedouv tn ouxvotepn Béon evidmons tns vOOOU, EVW O1 XOPAKTNPIOTUKES ekdnAwoEls kal
NnapapopPwagls nou avantiooovial onws 0a avagepbei, tnv kabigtouv tov kabpéptn
s PA.

H mo npwipn kfvikn ekdnAwon s eival n npwivh duokapyia. Anotelei unokeipevikn
evoxinon aid kar avukepevikd epnpa apou diamotwvetal avikavotnta tou aoBevouls
yia nihpn oxnpauopd ypévBou. Luvnbéotepa napatnpeital nAhpns oxeddv KApYn twv
MK® apBpmoewv, nou dev akofoubeitan and avtiotoixn twv EO®, o1 onoies kduntovial
péxpr nepinou 20-30°. H &1dpkeia tns duokapyias unepBaiver katd péoo 6po ta 30 Aentd
ouxva ¢ ka1 v 1 wpa. O aoBevis katd i HIAPKEIN TOU GUPNTOMATOS autoU éxel anmAeia
s ouAAnnukAS ka1 GUGPIYKTIKAS 1KAVOTNTAS.

AdAn apxikh ekdnAwon tns vooou anotefei 10 CUPMETPIKG 0idnpa twv nepiapBpikdv
Hanakmv popiwv, nou npopavws cupBdanie kar otnv npékianon tns duokapyias. Evioni-
zetan Kupiws katd ogipd ouxvotntas ous MKO apBpwaoeis, us EO® 6nou naipver kar atpa-
ktoe1dn popen, tnv otuiogldh andpuaon tns Kepkidas kar tns wnévns, US NNXEOKAPMIKES
(MXK) affd ka1 tn paxiaia em@dveia tou kapnou. Ita onyeia tou 016hpatos o1 acBeveis
avapépouv euaiobnoia otnv nieon evé punopei va katansing evionwya. Ogeifeta: a) otnv
uneptpogia tou apBpikoU upéva (AY) Adyw tns upeviudas apou onws eivar yvwatd o AY
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anotenei 1o NPWIo onpeio-otdxo tns avooonoyikhs diatapaxns, Nou avantioostal otn PA
ka1 B) otnv avantwén tou ndvvou.

H atpogia wv pecootéwv pudmv sivar pia Adn ekdnAwan tns véoou, 6nws kai n npooBo-
Ah twv eAlTPWV TV tevoviwy anfd kan twv idiwv twv tevoviwy pe anotéleopa ty ekdn-
dwon tevoviogdutpiudwv kai tevovtiudwv. Ofa autd éxouv cav anotédsopa tnv anwiea
emoupyikOINTas twv apBpmaogwy Kar Tov €Viovo nePIopiopd tns Kivnukdtntas. Emniéov
oupBdndouv atnv npékAnon une§apBpnudtwv kar e§apBpnudtwy ka1 TV xapakinpiou-
kv napapoppaswv tns PA. Avaiuukoétepa katd apBpikn opdda otnv dkpa xeipa kai tov
kapné cupBaivouv:

Akuvonoyikés ka1 avatouikés petaBonés ts dkpas xeipas

O1 akuvonoyikés affoiogs wv OO ka1 MKO apBpiogwv otn PA éxouv peietnBei nou
kand. Ogeifovian ouvnBws oe uneptpoia tou apBpikou upéva, alEnon tou apBpikou
uypoU, oibnpa twv pafakwv popinv ko kataotpoph tou xévdpou kai tou ootou. Mvoviar
kanutepa avuAnniés os opiopéves B€aegls, dnws otn 2°,3" MK® kan tnv 3" EQO, dnou cuvh-
Bws epgavizovian kar mo npwipa. Idiaitepa xapaknpioukd evpnpa givar n napatnpoUpe-
vh aoAPEIa TOU 00TIKOU NEPIYPAMHATOS atny Kepkibopaxiaia em@Aaveia Tou eyyus TUAKATOS
twv gyyUs gandyywv atnv nepioxn katdpuons tns apBpikns kdyas. To ebpnpa autd nod-
és Qopés ouyxéetan pe pia avwpania tou eAoloU otnv nepPIoxn, nou opws Oev anotenei
naBonoyikh katdotaon. LOviopa akodouBoUv o1 unénoines akuvonoyikés ekdnAwaels e
oidnpa ota panaka popia, napaapBpikn ooteondpwan, atévwon tou pecapOpiou diaoth-
patos kar emxeithes daBpaagis. O1 emxeithes diaBpwoers twv EOD ka1 MK® gus nepioxés
nou dev kaduntovial ané x6vopo, eivar peyanUtepes ous KEPanEs TOU YETAKAPMIOU Ka s
gyyus eanayyas. Zus MK® n kepkidikh nisupd kai 1b1aitepa n kepkibonanapnaia epgavizer
us mo ékénies taBpwoaeis. Lrov avtixepa Babid 6iaBpwon napatnpeitar ouvnBws otnv
wievionadapaia nAgupd tns Bdons ts dnw ediayyas, kovid otnv KAtdpuon ToU HakpoU
kapnthpa tov avtixeipa. Ektds and us emxeities SaBpwogrs, npokafolviar enions kat
dndes an6 oupnieon tou ooteonopwukoU ootoU und tnv enibpaon twv duvapewv twv
Huwv pe anotéfeopa tn dieiobuon tou evés ootou oto dino, andd kar and anoppdPnon
tou @AoioU 161aitepa ous HapUuoers Twv 0oTwY.

Mapapoppwaeis kar anokAioels twv daktuAwy
Eivan ouxvés otn PA nofiés popés odnyolv otn &idyvwon, xwpis dpws va givar naboyvw-
HOVIKES.

1. Adktudos opupa. (Mallet finger)
Anpnoupyeitan petd and upeviuda ous AO® kan enakdioubn anokdddnon h pA&n s dnw
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Katdpuans Tou Tévovia Tou ekteivovia us tetikés panayyes. H katdotaon auth npokanei
aotdBeia twv ADO. Eivan ondvia napapdppwaon kar dev npénel va cuyxéetan pe us anoki-
og1s wwv ADO, nou cuvodetouv dnnes NAPAOPPWOETS.

2. Mapaudppwon kopBioboxns.

H napapéppwon auth npokadsitan and unepéktaon s AO® kar kapyn s EQO. Kupios
pnxaviopos givan n gisypovh kar unepniacia tou apBpikou upéva kaBms kar n didtaon tns
apBpikns kdyas, nou cuvodelovial and oficBnon Tou KEVIPIKOU TUAMATOS TOU eKTEivovTa
tévovia and tn Baon tns péons panayyas pe anotéAeapa va pn yivetal n éKtacn s, onote
n EOO npoekéxer péoa and ta nAdyia tAPATA TOU Tévovia oav Koupni péoa and tnv Kou-
unétpuna. H avaopann nafapaia B¢on tov nAayiov TUNPATWY TV TEVOVIWV HETATPENE]
T0US €KTeivovies ae kapntnpes v EOO, nou Adyw Bpdxuvons nou ugictaval, éAKouv Ts
anw @anayyes, npokadwvtas unepéktaon twv AGO.

3. Mapaudppwaon Aaipou KUkvou

H napapdpewon auth cuviotatan o€ unepéktaon twv EOD® ka kapyn wwv AOO. Na v
naBoyéveon s éxouv evoxonoinBei noAnoi unxaviopoi, énws n upeviuda wwv EO®, n &1d-
100N TWV HAKPMV EKTEIVOVIWV TEVOVIWY, n napapoppwaon tns MK® kabws kar n napapdp-
GWon TS APXITEKTOVIKAS TwV 00TV Tou Kapnou. H npwtapxikn dpws artia givar n upeviu-
&a tou €AUTPOU Tou KapNThpa tévovia, Nou nepiopizel tnv KApyn ths O kol éxel oav ano-
téneopa t Bpdxuvon tou tévovia 6nws Kal Twv HECooTéwv Puwv. H Bpdxuvon twv puwv
autv emteivel tnv tdon oto AUTPO TOU Paxiaiou Tévovia odnywvias o€ UNEPEKTAON TS
E®O®. Avtibeta n olonaon tou v 1w Babe tévovta n ondvia n npooBoin tns AOD kata-
Anyer oe Kapyn v AOD. Ltnv napapdpewon auth pnopei va odnynoer kar n ph&n tou em-
nonns tévovta, Nou PEIOVEN TV 1kavoetnta Kapyns tns EQO.

4. [Mapapoppwoels twv MKQ®

H wiévia anodkmion, to une§dpBpnpa tou tévovia twv ektevoviwy, 10 nadapiaio unegap-
Bpnua kar kapyn ivan pepikés and t peydnn noikiia napapopPwoswy, nou eupavizoviai
ous MK® apBpwoeis otn PA.

H wAévia anokion onpeiBnke o€ 27% twv Naoxoviwy v o€ Gropa pe peyanns didp-
keas vooo, n akuvonoyikd SramotwBeioa cuxvotnta, htav peyadUtepn, nepinou 47%.

O npwtapxikds napdywv yia v gpgavion ths napapdpewaons auths, eaivetar 6u ival n
upeviuda v MK® kar n au§non tns evbapBpikns nicons. H dpBpwaon xdavel tn otabepdtn-
10 TS YETG ano TNV KAtaoTpoPn twv SUVOEOUIKWDV, HUikwv Kot BUAAKIKWY 10T@Vv. ZTnv €1Ko-
va auth oupBanne kot n aotdBeia 6nws kal n wAévia andkMon Twv EKTEIVOVIWY TEVOVTWVY.

‘Evas emnp6obetos napdywv gival n ntwon twv petakapniwv Adyw ts ouvdeopikns xand-
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pwaons s 4ns ka1 5ns KMK.

5. Mapaudppwon zik-zak

e nonfous aoBeveis éxel napatnpnBei oxéon avapeoa atnv kepkidikn andkMon tou Kap-
noU ka1 v wAévia anékiion tns Akpas xeipas, nou dnpioupyoUlv v NApaUOPPWON ZIk-
zak. H wiévia anokiion otnv kepkidbokapmkh dpBpwon emtpénel pia mo dueon gubu-
YPAPON TV Kapntpwv Tevoviwv gyyus kar dnw twv MK® apbpwoswv efattwvovias us
wievioanokfukés tous taoels. Me tnv kepkidikn andknion tou kapnou, éva ouxvo elpnpa
ot PA, peyanUtepes duvapels pe nadapnaia opd ota otdpia twv Bnkdv TV Kapntnpwy,
éxouv oav anotéfeopa tnv wiévia andkion twv MKO.

KdBe oxéon avdpeoa otnv kepkidikh andkiion tou kapnou kai tns wiévias andkiions twv
MK® éxe1, 6nws €ivar pavepd Bepangutikn onpacia. H ywvia ts kepkibokapnikhs andk -
ons, nou emAéyetal anod tous xelpoupyous katd tn didpkeia tns apBpddeans tou kapnou
pnopei va kaBopizer 1o peteyxeipnukd anoténeopa. Gaivetan 6 n xe1poupyikh ekpetdAneu-
on s wiévias andkfions tou kapnoU katd tn didpkeia tns apBpddeons pnopei va diop-
Bwog v wiévia petatomon wwv MKO og pepikous aobeveis pe PA.

6. Mapapoppwaeis Tou avtixeipa.

Tpeis napapoppwoels oupBaivouv otov avtixelpa: n OO dpBpwon cav kénavos (flail), o
avtixelpas Koupnotpuna kai o oxeukd onavios oav pdugos namas (duckbill) avtixeipas. H
npWIN napapépewaon npokuntel and upeviuda, nou npokanel kataotpoPh twv nAayiwv
ouvdéopwv. H dadikacia topnnpatos-ouddnyns (pinching) wlei tnv tefkh dnayya
Hakpe1d kan o acBevis apxizel va ouffapBdver- tound pe t BonBeia tns eyyus ganayyos.
O avtixeipas koupnoétpuna givar n idia napaudpPwon dnws neprypaPnke otous unonoi-
nous daktious. Ypeviuda s MKO e€aobevizel tnv katdguon tou Bpaxu ekteivovia tov
avtixeipa otnv Bdon tns eyyUs ednayyos kar npokadei kaynukn napapdp@won tns MKO
ka1 Seutepoyevads unepéktaon tns OO Adyw ths pn 100pponnpévns dpdons tou pakpou
ekteivovta tov avtixeipa. O avtixeipas duckbill npokuntel étav n Baoikh naBonoyia evioni-
zetar otnv 1n KMK dpBpwon. Auth ivan éva une€dpBpnua, nou ouvodeustal and napa-
pépewon - npocaywyn tou npwtou petakapniou. H MK® unepekteivetal kot n OO kdunte-
101 MOTE N NAPAHOPPWON va HOIAzEl Pe auth Tou Aalpou kukvou ota undioina ddktuda.

Akuvonoyikés kar Kiivikés petaBonés tou Kaprnou

H npooBonn tou kapnou €ivar 161aitepo xapaktnpiotkd tns PA. Av kai yevikd ouvodeletan
anéd avwpadies v daktiAwv undpxel evoexopevo atnv apxh Kivikh kar akuvofoyikh
npooBonh tou kapnou va cupBaivel xwpis 101aitepes petaBonés otous daktunous. Exel ava-
@epOei 6u n npoaBonhn tou pnopei va nponyeital katd 1 5 Npdta xpévia s vooou, av Ka
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tefikd o1 affoiwoels ts akpas xeipas unepokefizouv autés tou kapnou. Ta kvika upn-
uata oxetizovian pe upeviuda os onolodnnote Siapépiopa tou kapnou, tevovioeAutpiuda,
e€acbévion n BAGBN kdnoiwv padakwv popiwv, tevoviwy h ouvdéopwv. To oidnua twv
Hadakav popiwv sivan ouxvé kal aus 6o nieupés, tn paxiaia Adyw s unepTPoPias Tou
upéva tns apBpwaons tou kapnou h twv eAUTPWV TWV EKTEIVOVIWY, Kail atnv nadapiaia Adyw
tevovtoeAutpiudas twv kapntnpwv. H tevovioeAutpiuda tou exteivovia wieviws tov kapnd
onpoupyei avawduvo oidnpa otnv wiévia nieupd tou kapnou, nou unopei va eupavicdei
npwiga atnv nopeia s végou. Avwduvn ap@otepdnieupn tevovioedutpiuda tou ekteivo-
vta tous daktUnous enions npokansi oibnpa panakov popiwv o€ npdipa atddia ts vooou.
To 0ibnpa twv MK® ka1 tou kapnod dnpioupyoulv tnv evidnwon koiAdtntas otn pdxn s
dkpas xeipas ynpootd ano tov kapnd. Madapiaio une§apOpnpa twv 00TV ToU kKapnou Ka
atpoPia twv evHOOTEWY UV dnpioupyolv koIAWHaTa PETagU Twv petakapmiwy.
Metayevéatepo kiivikd xapaktnpioukd tou Kapnou eival 1o paxiaio une§dpBpnua tns
kepanns tns wAévns. To oUvdpopo kapmaiou cwihva anodidetan o€ upeviuda otov Kap-
maio owAhva pe ekdnAwoers and nieon tou pécou veupou Onws alpwdies ka1 atpogia
Bévapos kar omaBévapos. H naBoyéveon tns phéns tou tévovia tou ekteivovia tov kapno
éxe1 ouoxeuoBei pe peupatosidh npooBonn tou katwtepou kepkidowneviou diapepiopatos
HE tnv napaywyn avopaiwy 00TtO0EwY, NOU TPAUHATIZOUV TOUS TEVOVIES N LIE UNEPKIVN-
ukoéwnta s wiévias kepanns. Evas dinos mBavos pnxaviopds ivar vékpwon tou tévovia
oav anoténeopa tomkhs KoKKIwpatwdous dinbnans.

Moikines avwpanies otov kapnd pnopei va ekdbndwBolv katd th Hidpkeia s nopeias tns
PA. K&Be na oxetizetan pe twmkés apBpikés Béagrs nou pnopouv va avixveuBolv kivikd.
EmnAéov apBpikés kUatels nou dnpioupyolvial katd tnv nopeia tns véoou pnopei va dnpi-
oupyhoouv pdzes ota panakd popia.

O1 npcpes akuvoroyikés ka1 naBafoyoavatopikés annoidoers ths vOOOU EXOUV NEPTYPAPEI
nonu kanda.

Kepadn kar otudogibns anéguon tns wiévns

AdBpwon kan oidnpa yopw and v kepanh kar t owiogidh andeuon tns wiévns ivan
npwipes ekdnAcaogls ts PA ka1 oxetizovial pe avwpanies otnv npootufogidn evioph tou
kepkidbokapmaiou dapepiopatos. O PAsypévwv apOpikds 1016s avapeoa otnv npoctunosl-
on evtopn, épxetan og enagh kai npokanei HiaBpwaoeis oto dkpo s owiogdols andpu-
ons. Autés o1 SraBpmaels apxizouv aav tomikés akuvodiapaveis NePIOXEs avApesa oto uno-
x6vop10 ootolv. Kabws au€dvovian o1 diaBpwaoels 1o dkpo s wiévias otuiogidous and-
@uons yivetar 6o ka1 mo avawpano.

Tevovtiuda ka1 tevovtoBuiakiuda tou tévovia tou ekteivovia wAeviws tov kapnd anotenei
évav anno napdyovia nou cupBannsl ous avwpanies tns dnw wAévns kal tns otuiogdous
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s anoéguons. Auth éxel oav anotéleopa oidnpa twv pafakwv popiwv otnv nepioxh Katd
unKos tns 6w em@dveias s wiévias kepanhs. Ynokeiyevn anoppoé@nan tou 00toU Kai
T0U neplootéou oupBaivel katd pnkos Tou €0w XeiNous Tou Anw TUAKATOS Tns wAévns KATw
and tov eAeypaivovia tévovia Kan €AUTpO.

H upeviuba avapeoa oto kepkibokapmaio Sapépiopa éxel cav anotéeopa t dnpioupyia
draBpwaoewv oto dnw thpa ts kepkidas kai tou okapoedoUs. Av kar dev eival 1600 cuxvo
gupnpa 600 s wiévias andguons , n SidaBpwon s otuiogidoUs andpuaons tns kepkidas
éxe1 napatnpnBei o€ 11% twv kapnwv pe PA. Adfoiaogs ato nidyio péco tuhpa tou oka-
@og160Us €nions €ival xapaknPIoukés ka1 Exouv onpelwdei 010 36% twv kapnwv pe PA.
Autés o1 Béoers bev kanuntovial and x6vopo ka ivar euaioBntes o draBpaaeis.

MaAapnaia emedveia ts dnw kepkibas

e kepkibokapmaio apBpoypagnua @ualodoyikmv Kapnwv @aivovial NoARES ypappoEl-
beis npoektdoers, nou ekteivovian yia pikph andotaon kdtw and 1o dnw dkpo tns kepkidas.
Autés o1 npoefoxés eivan ta nanapaia  kepkidikG oykwpata. e apBpoypadnpa kapnwv
aoBevav pe PA givar opatd petagu autwv twv oyKwuUdtwy 1o nepiypappa evos noAuntuxou
upéva. Or akuvoypagies tou kapnoU pe PA ouxvd anokafuntouv diaBpwaels tou yeitovi-
koU ootoU.

Mupapoeibés kar mooeibés

MaBpwosgis oto nupapogdés kar 1o mooeidés ival ouxvés otnv npwiun PA ka1 cupBaivouv
oe tpels Béoels: v eyyUs péon Béon tou nupapoedouUs, tnv dnw PEON TOU Kal TS anévavu
EM@AVEIES TOU NUPAOEIOOUS Kal Tou mooe1doUs. Avwpanies ous TPEIS AUTES NEPIOXES EXOUV
napawnpnBei o€ 38%, 23%, ka1 41% avtiotoixa twv acBevav pe PA.

To éow 6p10 ToU pPéoou kapmaiou Srapepiopatos eivar éva dnno onpeio dnou emixeites H1a-
Bpwoaeis tou nupapoeidous pnopei va cupBoulv. Zuxvd napatnpeital ka1 cuvodds emixeitia
&1dBpwon tou napakeipevou ayKiotpwioU.

Meaokdprio, kapnopetakdpmo kai evdouetakdpma diaothuara.

Av ka1 npanpes SaBpwukés affoiwaels mo ouxva oupBaivouv ous Béoels nou Ndn nepi-
ypdonkav kar o€ anies Béoels tou kapnou dev eivar acuvhbels o1 affoiaoels. Exouv diani-
owwBei emxeites HraBpwaoels tou tpanezogidous dinda and thv katdpuon tou KePKIGIKOU
nAdyiou ouvdéapou kar otnv kepkidikn nigupd tou kepanwtou. Emxeiries iaBpwaels tns
kepkidikhs nAeupds ts Bdons tou lou petakapniou eivan evdeikukés npoaBonns and tn PA
tou lou KMK &iapepiopatos. Odoviwtés diaBpmaels tns Bdons vés N NeEPICoOTEPWY TwV
anfwv teoodpwv petakapniwv aviavakiolv unepniacia tou upéva petagl twv evbopeta-
kapmaiwv dapepiopdtwv.
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Andes annoiwoeis

H ouvexizépevn pAgypovh tou upéva avapeoa atov kapnoé auviopa katanhysl o€ onpava-
kh petaBonn oe 6Aa ta diapepiopata nou xapaktnpizetar and npoodeutkh anmAeia Ka
eanaiyn tou apBpikoU daotnpatos, emnAéov ooukés draBpwagls ka1 ooukn aykUAwan.
Auth n yevikeupévn katavopn gival xapaktnpiotukn tns PA kan emitpénel t Siagoponoinon
ané emeypéves eviomopéves andoimoers dAnwv voowv nou npooBdandouv tov kapno.

H ooukn aykudwon eivan tefikd n katdAnén tns nopeias tns véaoou. Mo cuxva ttoia ayku-
Awon npooBaniel to pecokapmaio Siapépropa kan o€ pikpOtEPo Baboé to koo kapnope-
takdpno dapépiopa tou kapnoU. Ayotepo ouxvh ival n aykudwon tou kepkidokapmai-
ou biapepiopatos, dnou énws kat ae dAAes Béaers eivan mo twmkh n vaodns aykudwon.

Mapéxkon (Mapektémon) ka1 napauépPwon tou Kapnou.

Aouppetpia og xOvOpIveS Kal ooukés em@aveles, xanapotnta tns apBpikhs kAYas Kal twv
ouvdéopwv Kan S1aTapaxn TS 100pPOMIAS TwWV HUWV Kal TEVOVIwY Unopsi va npokanéoouv
NapEKTOMION Tou Kapnou.

H kataotpoh tou TpIywvikou xévopou kai paxiaio unegdpBpnpa tou dnw dkpou tns wié-
vns diatapdaacel tnv puatofoyikn koiRdtnta tou kepkidokapmkoU diapepiopatos. H eyyus
og1pd v ootapinv tou kapnou onicBaivel wAévia kan nadapnaia katd pnkos tns apBpikns
em@daveias s anw kepkidas. Otav 10 okapoeidés kar 1o pnvoeidés oMabaivouv npos 1o
kévipo ka1 ta duo kdpntovian nadapiaia. H kepkidikn andkmion oto kepkidokapmiaio 6ia-
Hépiopa, nou sivan anotéAeopa tns NPos 1o KEVIPO kivnans tou akagoeidoUs Kal Tou pnvo-
€1600s pnopei va euavis péxpr kai o€ 70% twv aobevav pe PA.

Aotabgia kata v paxiaia kKdpyn tou kapnou gival Mo cuxvh and v napatnpoUpevn Katd
v nadapaia. H aotdBeia katd tnv nafapaia KApYn dnpioupyeital pe KEVIPIKA NPOS ta
€0w petakivnon twv eyyus ootapicv Tou kapnou pe anotéfeopa ty nafayiaia Kuyn tou
unvoeidoUs kar okagoeidoUs. H aotdBeia tns paxiaias Kauyns éxel oxéon KAMNOIES POPES e
avopanio wwv dnw kata@Uoswv twv nanapaiov KepKIGokapnikdv cuvdéopwy kai phgn
tou oka@opnvoedoUs auvdéapou. H akapounvoeidis ywvia auavel kal anopakpUvetan 1o
okaoeldés ano to pnvoeldés. Autd éxel napatnpnbei o€ 25% twv acbevav pe PA pakpds
&dpkeias.

O1 napapop@waels ts PA otnv wiévia nAcupd tou kapnou nepinapuBavouv dnw kai paxi-
aio une€dpBpnpa tns wAévns kol Sidotacn tou Katwiepou kepkidownéviou diapepiopatos.
H &idotaon tou dnw tphpatos ts kepkidas kar tns wiévns pe paxiaio uneEapOpnpa tns
wiévns Oev givan ataBepd akuvonoyikd eupnpa, Adyw tou 6u n npdabia napektdmon tns
kepanns tns wiévns dev dnpioupyei navia avixvelolun Hielpuvon oto KAtWIEPO KePKIHO-
kapmaio &apépiopa ous npoaBoniabies akuvoypapies.

H upeviuda otov kapnoé otnv PA kataotpégel tov TPIywviké oUvOeapo, Tov wiévio nidyio
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oUvdeapo kar v apBpikn Kaya ts unootnpEikukés dopés Tou dnw TUNKPATos ts wAévns.
Emnnéov o ekteivwv wieviws tov kapnd tévovias ugiotatar nadapiaio kar é0w KEVIPIKO
une§dpBpnua pe anotéieopa th Suoertoupyia tou, oav paxiaios otaBeponoinths tou dnw
dkpou tns wnévns. Madapaia kduyn ka1 nadapicia napektdmon s kepkidas kar s
dkpas xeipas o€ oxéon pe tnv wiévn enions napatnpeital. H nadapaia napektdmon s
wnévns givar ondvia.

To ouvbpopo kepanns ts wAévns nou nepifauBdvel névo nepiopiopud Kivnukdntas Kai
paxiaia npooekBonn tou dnw tuNpPatos ths wAévns unopei va napatnpnBei otous acbeveis
ue PA. H avapain 6éon kar n SraBpwpévn kepanhn tns wiévns npoBdnnel oto Siapépiopa
TWV EKTEIVOVIWV TEVOVIWV 0Tn pdxn ToU Kapnou Kal NPoKanel KAKMOEIS ous EMPAVEIES TV
tevoviwy. H pnxavikn kdkwon pazi pe v tevoviogAutpiuda pnopei va katanhée aduva-
pia twv tevoviwv. EnakénouBa pnopei va oupBei phén twv extevoviwy tevéviwy otnv wié-
via nieupd tou Kapnou nou anartel xepoupyikh enéuBaaon.

H Bepaneia eivan auth tns PA ka1 nepidapBaver: a) th papPaKEUTIKA HE Ta U oTEPOEIdN avu-
@ieypovmdn, ta Kopukoedn, ta avogotpononointikd, ta avoookatactanukd, kar tefeu-
taia tous noAnd unooxdpevous Bionoyikous napdayovtes (avuTNF, avu IL ) B) i puoikoBe-
pansia ka1 y) t xeipoupyikh anokatdotacn 181aitepa oS KATEOTPAUUEVES Kal pun Agtoup-
yikés apBpmaeis.
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OLTEOAPOPITIAA TONATOZ: NEOTEPEX AMOWEIL 1A THN
)4 MASGOTENEIA KAI TH ©EPANEIA

HpakAns A. Kpnukos, Eipnvn Fepyiavakn
II' Mavemotnwakn KAwikn Peupatodoyias, Kivikns Avogodoyias kai AAfdepyionoyias
-l Mavematnyiou KpAtns

H ooteoapBpiuda (OA) eivar pa datapaxn wv dapBpmaoswy, nou xapaktnpizetan and
anwigia tou apBpkou xévdpou kat adfoiwoers Tou unoxévdpiou ootou, ta onoia odnyolv
010 oXnpauoud véou 00toU ota Op1a Twv apOpIKWY EMPAVEIDV.

Eivan n mo ouxvh néBnon wv apBpmoewv. MpoaBanie navw and 1o 50% twv avBpwnwv
niikias peyanutepns wwv 65 etv. Eidikotepa n OA tou yévatos npooBdnner to 5-15% twv
avBpmnwv nfikias 35-74 etwv. Apketoi napdyovies Bewpolviar emBapuvukoi yia thv
gupavion OA. Tétoio1 napdyovies sivan 1o endyyedua, n Bapid doknon, n naxuoapkia, o
Tpaupauopos ts dpBpwons, n yeveukh npodidbeon, 1o gUAo, n puin, petaBorikés (oupi-
kn apBpiuda, xovdpaaBéotwan, oxpwvoaia) ka1 evbokpivikés diatapaxés (unepnapabupe-
ogib1opds, akpopeyadia).

NMAGOO®YZIOAOIA

H OA xapaktnpizetan and npoodeuukn ekpuiion ka1 anwnela tou apBpikou xévopou,
naxuvon tou unoxévopiou ootou, avantén véou 00toU (00TEOPUTWV OUS NAPUPES TS
dpBpwons kan hma, xpovia un €161kn apBpikh PAeypovn.

ApBpikds xovdpos

O quaiofoyikés apBpikds x6vdpos anoteneitan and 6o kUpia cuctaukd v eEwkuttdpia
Bepéma ouaia kan ta xovdpokUttapa (Exhpa 1). H e€wkuttdpia Bepéma ouoia anoteneitan
ané konaydvo (kupiws tinou I, IX, ka1 XI) ka1 npwteoyukdves [kupiws cuoowpeutivn
(aggrecan)]. H cuoowpeutivn anoteneitan and pa Kevipikn npwieivn, ota nAdyia s onoi-
as ouvdéovtar nodudpiBues yAukozapivoydukavukés aduoides and Benkn xovdpoitivn kan
Beikn kepatavn. Ofes autés o1 anuaides éxouv tnv 1IKavoTNTa va oUyKEAToUV pdpIa vePou.
H katakpdtnon tou vepoU éxel ws anotéfeapa va kabiotd to x6vdpo 1kavo va avBiotatan
ka1 va pnv kataotpépetal and us Siapopes méoels nou déxetar. Katd tnv nicon tou apbpi-
koU x6vbpou ta popia Tou vepou anefeuBepdvovtal kar enavappoolvial e tnv dpon tns
nieons.
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Ixnpa 1. Luotaon tou apBpikou
xovépou. O apBpikds x6vbpos
anotedeitar andé xovépokuttapa
ka1 e€wkuttdpia ouoia (koA-
Aaydvo, kupiws tonou II kai
npwrteoyAukdves pe Kupia tnv
OUTOWPEUTIVN).

Zinv OA n bopikn autii ougtaon
biatapdaoera.

Ta xovdpokUttapa, ta onoia Bpiokotar didonapta evids tns Bepémas ouaias kar givar unev-
Buva yia tnv Hiathpnon tns gualofoyikns opoloatadias tou apBpikou x6vopou kai napa-
youv kondayévo, npwteoyAUKAVES Kal NPwIEivaoEs.

Ta xovbpokUttapa éxouv unodoxeis yia KUTtapokives, Gnws yia v viepAeukivn (IL-1), tov
napayovia vékpwons twv oykwv (TNF-a), tnv wiepieukivn 4 (IL-4), tnv viepAeukivn 10 (L-
10) kan yia au§nukouUs napdyovies, 6nws o auénukds napdyovias tns waoudivns ( IGF). H
gvepyonoinon twv xovopokuttdpwv npokansi napaywyn PEGOKUTIAPIaS ouaias Kal evzu-
Hwv, twv petaddonpwteaccv (MMP). Ané ta ibia kUttapa napdyovial o1 avaotofeis autwy
v avaotoféwv eivan va enéyxouv tn §pdon twv avtiotoixwv evzupwv. Etor, emtuyxdvetan
100pponia petafu wwv diepyacicv ouvBeons ka1 anodépnans, yia v diathpnon guaoiono-
YIKAS Tns ouotaons tou apBpikou xévopou.

0 x6vépos atnv oateoapbpitida

H OA sivar anoténeopa avendpkeias twv xovdpokuttdpwy va napdyouv Bepénia ouaia
enapkous efacukdtntas kar avBekukdtntas kar va diatnpaoouv tnv 1copponia petagu s
oUvBeons kar tns ek@Uhions tns e§wkuttdpias Bepénias ouaias.

H &1atapan tns 1copponias peta&l tns ouvBeons kar tns ekpunions ts e§wkuttdpias ouaias,
npokadsitan ané tnv au€npévn napaywyn wv npwieivacv nou diacnolv 1o koAdaydvo
KOl Th OUGOWPEUTIVN Ka1 PEIOVOUV Tn oUVOESN TwWV PUOIKWY avaoTOREéWY AUtV TV NPw-
teivaocdv, dndadn tou (TIMP). Auth n Siatapaxn ivar anotéfeopa s evepyonoinons twv
xovbpokuttdpwy and kuttapokives, npootayavdives ka1 eAelBepes pizes (NO, H,0). H
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XONAPOKYTTAPO

Ixnpa 2. H guaoiodoyiki ouotaon tou x6évopou eivar anotédeoua 10opponias petaly ouvBeans kar anobéunons tns
efwkuttdpias ouaias. Xtnv OA n igopponia auth Siatapdooetaio agou n auénpévn napaywyn NpwIEivacwy kai n Leiwon
twv avaotoAéwv tous npokadouv bidanacn tou kKoAdaydvou Kai ths CUGWPEUTIVNS.

gvepyonoinan twv xovépokuttdpwy ta kabiotd 1kavd va napdyou opiopéves npwieivaoes
ka1 npo@ieypovwders napdyovies, nou npokanouv kataBofiopd tns Bepémas ouaias tou
apBpikoU xévopou. (Ixnpa 2)

O1 kUpres npwteivaoes nou evoxonolouvial yia tv ekpuiion tou xévdpou otnv OA egivar o1
MMPs, o1 onoies napdyoviar and ta xovOpokUTtap aKal T UpeVOKUTIapd, Kdtw and tnv
6pdaon v kuttapokivav. Alfa évzupa nou npokanouv ekpuion tou kofdaydvou tinou
IT kan twv npwteoyAukavav givan o1 kaBeyives (cathepsins). Autés sivar anobnkeupiéves ota
xovdpokUttapa kar anefeuBepmvovial oto nepikuTtapikd pikponepiBannov.

O1 kuttapokives ouvelopépouv o€ peydno BabBud otnv naboyéveia s OA, apoU cuppeté-
Xouv atnv ekpuion tou apBpikou xévdpou, ous petaBorés tou unoxovopiou ootou (uno-
xovopies KUaters) kar otn Pgypovn, oto Babud nou undpxel, ou apbpikol upéva. Mpo-
@neydovmdels kuttapokives ouvtiBevian ota xovdpokUttapa ka1 ota UPEVOKUTIapa Kai
beopelovtal og €161KoUs unodoxeis twv xovdpokuTtdpwv. AUTés o1 deapEUpéves KUTtapoki-
ves npokanolv petaypadn twv yovidiwv wwv MMPs kai ta npoiévia twv yovidiwv eEépxo-
vial ané ta kutapa otnv Bepéta ouaia, énou ekdniwvouv tnv kataBorikh tous dpdon.
Eivan kaBofikws anodektd, ou n IL-1 éxel tn peyanUtepn 6pdon (Ixnua 3) ko akodoubei 1o
TNFa. H IL-1petaBanne i odvBeon tns Bepémhas ouoias npokanwvtas peiwon tns oUvOe-
ons tou koffayévou twnou II kan IX ka1 atEnon tns auBeons tou koAAayévou tunou I kan
I1I. O aviaywwvioths tou unodoxéa tns IL-1 kan o1 iepAeukives IL-4, IL-10 kan IL-13 epnodi-
zouv v ékkpion pepikwv MMPs kan pnopei va au€dvouv tn oUvBeon twwv TIMPs. Addes
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Ixnpa 3. H 6pdon tns viepAeuki-
. vns-1 atnv naboyéveia ths ooteo-

L1 A m apBpinbas.
= H IL-1 éb1abpapatizer Kevipik

poAo petalu Kuttapokivwv otnvy
naBoyéveia s OA. H IL-1 ieyei-
P€1 nv petaypapn tou yovibiou
wv uetaddanpwicivaowv
(MMPs) pe anotéieaua tv auén-
pévn napaywyn tous. Enions, bie-
yeipel tnv napaywyn npoota-
yAavéivav (PGs)- and t pwopo-
Aingon A2 (PLA2)- o1 onoiss

—

e

HONAFQRYTAPD

e . .
| T auvédvouv e th Oglpd TOUS TS
Foviz (NS MMPs,, ﬂl@qvws pnxa,woyos bpd-
aRA o ons eivar tédos n avénon peta-
B LAULL, k__l'lq;“l yeagns tou yovibiou tns ouvBe-
—— tdons tou wvitpikou ofeibiou

(iNOs), agou to napayduevo NO
embpd oto MRNA twv MMPs.

Mavigie MKMP

Mupsvac

kuttapokives nou anefeuBepmvovtar otn OA éxouv puBoukd pdno (IL-6, IL-8 ka1 o ava-
otanuko6s napdyovias wv Aeppokuttdpwv (lymphocyte inhibitory factor - LIF) kan annes
avaotanukd péno (IL-4, IL-10, IL-13).

Ltnv evepyonoinon twv xovdpokuttdpwy, pofo éxouv kal ta €Ikooavoeldh (eicosanoids).
Mpootaynavdives, nou napdyovtai petd and evepyonoinon tns pwogofindons A2, tns Kut-
tapikns peuBpdvns twv xovopokuttdpwy kar kukAoofuyevdoes (COX) kupiws Cox-2 anna
kan Cox-1 katémv evepyonoinans twv xovOpoKUTIAPWY Kal Upevokuttdpwy and npo@ney-
Hovadels kuttapokives, npokanolv tnv napaywyh npwrteivacmv kar didwv diaBiBaotdv
s eAeypovns.

To vitpik6 ofgibiov (NO) givan éva aépio nou npoépxetar and v ogidbwon tns L-apyivivns.
Ta xovdpokuttapa napdyouv peyanes noadtntes NO and evepyonoinon tous and us Kut-
tapokives. O1 nepioaodtepes in vitro penétes deixvouv 6u 1o NO eivan pepikms unelBuvo yia
v avaotofh tns ouvBeons twv yAukozapvoydukavav kai tou koAdayévou. Enions, mBa-
V@S ouppetéxel otnv evepyonoinon davBavéviwv poppmv MMPs. Ev toutors, 1o NO pnopei
va éxel avaBomika ka1 avukataBonikd anoteAéopata oto x6vOpo kdtw and opiopéVes Kata-
otdoels.

Lupnepaopaukd, @aiveua 6u n naboyéveia tns OA ogeifetar oe Hiapopa autokpivh Kai
napakpivh ohpata, ta onoia dieyeipouv ta xovdpokUuttapa, odnywvtas €tar otn oUvBeon
nofdav daBiBaotv eAeypovhs kar ekpufions nou petaBanouv th oubeon tns Oepémas
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Mivakas 1. Mn @appakeuukn avapetwmon ths OA

¢ Eknaibeuon acOeviv
- Atopikd npoypdpuata
- Kowwwvikd npoypdppata
* QuoikoDepaneia
- Aoknaogis eupous KIvhoews apBpwowv
— AOKNQEIS EVIOXUOEWS PUMV
- AgpoBikn yupvaoukn
- Y6poBepaneia
* EpyaoioBepancia
- Ektiunon tns kaBnpepivis dpaatnpidtntas tou acbevous
- Obnyies - BonBeia yia tnv kivnukdtnta kar tnv kaBnpepivh dpactnpidnta
e Anddsia Bdpous

ouaias. Eivar BéBaiov 6u n ouvexizopevn épguva otov toped autd Ba diansukdve nepiogod-
tepo v afdnAenidpaon petalu Bropnxvaikawv kan popiakwv napaydviwv otnv naboyéveia
s OA.

OEPATIEIA

O1 otéx01 atnv Bepaneia tns OA eivar:

1) H avakougion ané ta cupntopata

2) H diathpnon kar n Betiwon tns Aeitoupyikdtntas ths apBpwaons

3) H avaotonn h emBpaduvon tns nopeias kataotpo@ns tns dpBpwans

To 1995 10 Apepikavikd Konnéyio Peupatondywv (ACR) dnpoaicuce ouatdoers yia tnv avu-
petwmon ts OA, Tou 10xiou Ka1 Tou yovatos pe pn xeipoupyikd péoa. To 2000 ndrh ano to
ACR enavegetdotnkav, tpononoinBnkav cuppwva pe ta vedtepa dedopéva kar dnpoaoieu-

Mivakas 2. ®appakeuukn Oepancia acBeviov pe OA

I. Zuotnpaukn Bepaneia II. Tomkn Bepanéia
o Avadynukd ¢ EvboapBpika
- Anid avadynukd - Koprukogidn
- Napkwukd avadynukd - YaAoupoviké oy
o Avugieypovadn * Tomka
- Mn otepoeidn avugieypovmdn pdppaka - Kayaikivn
- Edikoi avaotoneis ts kukdoo§uyevaons-2 - MeBuioanikufiké
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tkav ouotdoels yia 1o 610 Bépa. Enions 1o 2000 dnpoacieutnkav cuctdas yia to id1o Bépa
ka1 and v Emtponn s Eupwnaikns Evwaons katd twv Peupauopdv (EULAR), pe opiopé-
ves d1apopés petal twv dUo popéwv. Maviws tovizetan 6u o1 uotdoels dev ival AkapnTes
ka1 6u n tehikh Bepanguukh emaoyn enagietal otov Bepdnovia y1atpo.

Ztn ouvtnpnukh avupetnmaon tns OA nepilapBavovial un apUaKEUTKA Kal GAPUAKEUTIKA
péaa. Téos, xepoupyikh avupetwmon pnopei va emaeyei eni anotuxias tns ouvinpnukns
Bepaneias ka1 €ni 161KV evdeitew.

MH ©OAPMAKEYTIKH ©EPATEIA

Anotenei kUpio otoixeio tns Bepancutkns napéuBaons kar npénel va cuothvetal ndvia.
NepidauBdvel tnv evnpépwon, eknaibeuon ko Kowvwvikh athpign wwv acbevav. Enions
QuoikoBepangia Ye aOKNOEIS EVIOXUOEWS TWV HUWV Ka1 TOU EUPOUS KIVAGEWV TwV apBpc-
ogwv, agpoBikn yupvaoukn ko udpoBepaneia.

H epyaaioBepaneia, ekupd tn duokonia tou aoBevols otnv kaBnuepivh tou dpactnpidtnt
akal ou napéxel us katdAAnAes oupBounés (xpnon pnactouviod, 616pBwon unodnpdtwy,
xphon péowv otaBeponoinuikdv yovartos, elyovatidas k.An.), nou okoné éxouv va nNpoota-
tetouv us apBpwoes, va avadeiouv dARes 1Kavotntes twv atdpwv ka1 va au§hoouv tn
ouvonikh Agitoupyikdtnta tou acBevous.

Ténos, n anwieia Bdpous, dnou xpeidzetal, eivan anapaitntn kan anoteAeopaukn (Mivakas
1).

MNivakas 3. Mapdyovies KivOUVOU NapEvePYEIV and 10 YAOTPEVIEPIKO GUOTNHA
e i Ahyn MZAO

1. Makpd xpnon twv kiaoik@v MZA® otn péyiotn ouvictpevn d6on tous.

2. Hilikia > 65 €1dv

3. MponyoUpevo 10topikd nentukoU £Akous, aipoppayias n didtpnans

4. Aygn dndwv eappdkwv nou au§avouv tv mbBavétnta napevepysimv and 1o
YaoTpeviePIKG (avunnkukd, KopuKkogidn)

5. Alies ouvundpxouces nabnoeis

OAPMAKEYTIKH ©EPATEIA

Ta @dppaka nou xopnyouvial yia tnv avupetwmon ths OA PNnopouv va Katatayouv o€
autd nou éxouv cuotnpaukh n tomkn dpdon.

Mia dAdn katdtaén ava@épetar o€ GAPHAKA NOU AVUMEIWNIZOUV 1A CUUNTMUATA KAl OE
@dppaka nou Bswpouvial pononoinukd tns vooou (MMivakas 2).
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Avanyntukd

Ta anid avadynukd sivon pdppaka npwins ekAoyns yia tnv avakouPion and tov Névo s
OA. To nepioadtepo XxpNaIPonoloUpEVO €ival N aketapivo@évn (napaketapdnn) n onoia
xopnyeitan o€ 66an péxpr 4 gr/npépa.

"Hmos éws pétpios 00te0apBpItkGS NOVOS AVULETWNIZETO ENAPKMS HE TNV AKETAUIVOPEVN,

600 ka1 pe ta pn otepoeidn avupieypovadn eapuaka (MIA®). AUo nadmotepes penéres
éxouv deifel 6U n anoteAEoHATKOTNTA TNS AKETAUIVOPEVNS €ivan UYKPIoIUN PE autA s
vanpo&évns ka1 tns 1Bounpo@évns. Autd éxel au@ioBntnei and npdopatn penémn. Naviws,
o1 odnyies tou ACR ouviotolv tnv aketapivoPévn ws GAppako npwins emioyns Adyw ka
s xapnihs tns togikétntas. Napkwukd avafynukd dev éxouv anotéAeopa ka1 n xpnon
MZA® avtevoeikvutar. Maviws n xphon tous Npénel va anotenei 10 €0Xato YECOV aVIHET®-
maons tou névou o€ acBeveis pe OA.

Mn atepivoeidn avuAeyuovabdn pdpuaka (MZA®)

Ta MZAO eivan ta @dppaka nou xpnaigonoloUvial dv ta cupntpata dev avupetwnizo-
vial pe ta avadynukd. Ta kAacoikd MXA® avaotéAfouv kupiws tv kukioofuyevdon-1
(Cox-1) ka1 noAU Mydtepo tnv kukdooguyevaon-2 (Cox-2).

H Cox-1 givan anapaitntn yia tnv napaywyn npootayiavoiviv, o1 0noies GUHHETEXOUV GTN
pUBMoN ualonoyikhs AETOUPYias TOU OTOUAXOU, TwV VEPPWV Ka1 TwV aiponetadiwy.
Enaidn ta &1d@opa MIAD éxouv nepinou v idia anotefeopaukdtnta otnv avakoU@ion
and tov noévo, n emioyh tou MIA® onpavukd ennpedzetan and v t0§ikdtNta Kan 10
k6atos Tou pappdkou kai tous mBavous napdyovies KivdUvou tou acBevous (Mivakas 3).

H peyanutepn avnouxia yia i xpnon twv MIA® o€ aobeveis pe OA apopd tov au§npévo
kivbuvo napevepyeiwv and 1o yaotpeviepikd auatnpa (yaotpiko, dwbdekadaktunikoé énkos,
aigoppayia). AfAes napevépyeies NPoEPXovIal and tous vePEous (avaotpéyiun VEPPIKA
avendpkeia, katakpdnan uypdv kar unepkataipia) kar and diatapaxh tns Agitoupyias twv
aipongtaniov. O1 npoéogates (2000) odnyies tou ACR ouvigtolv thv xophynan pioonpoao-
Ans h avaotonéwv tns avidias npwtoviwy, €dv ta kAaoikd MZA® xpnaiponolouvial o€
aoBeveis pe au§npévo kivbuvo yaotpeviepikv napevepyeiv. Le aoBeveis xwpis napdyo-
vies Kivduvou o1 odnyies ouviatoUv us xaunnotepes anotedeopaukes dooeis MIAD xwpis
yaotponpootacia. Ogov agopd dnnous kivduvous ta MIA® avievdeikvuviar oe aoBeveis
HE €KNTWON NS VEPPIKNS Agitoupyias, pe ouppopnukn kapdiakh avendpkeia, aptnpiakn
unéptaon ka1 Bepaneia pe Gloupnukd N avaotoneis Tou PetatpentkoU evzUKOU NS ayYEIo-
Tevaivns.
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O1 napevépyeies twv MZA® and 10 yOOTPEVIEPIKO anopeuyovial h NEPIOPizovial PE tn
xphon MZAO pe peyanUtepn exdekukdtnta avaotodns tns Cox-2, n onoia €ival n kUpia
npwteivn napaywyns wwv npoatayfavdiviv nou €n dyouv th gpAgypovA. Inpepa undpxouv
600 Baokés opddes papuakwv avactoins ts Cox-2. Ltnv NP@In avAKouv ta GAppaka
nou avaotéAdouv kupiws tnv Cox-2 kar fyotepo tv Cox-1. Adyw tou pikpdtepou Babuou
avaotonns tns Cox-1, napatnpolvian Ayotepes NApeVEPYEIES and TO YAOTPEVIEPIKO oUOTN-
Ha ka1 tous veppous. Tétola pappaka givar n vipeaounion, n pedofikaun kot n vapnoupe-
tovn ka1 anna.

Znv deutepn opdda avhkouv @dppaka pe ekiekukn avactodn tns Cox-2. Ta gdpuaka
autd Aéyovtan Ko&ipnes kan givar n popekotipnn ka1 n oefeko€iunn. O1 ekAekukoi avaoto-
feis tns Cox-2 napéxouv kMvikh anotedeopaukotnta dpoia pe ta klaoikd MXA®, anid pe
MyOtepes napevepyeies KUPIS anod 1o yaotpeviepiko. Menétes ae aoBeveis pe OA ka1 uyigis
avBpmnous éxouv &gl 6u n evbokoomkws anodexBeioa 10§IKOTNTA GTO YAOTPEVIEPIKO
ownva twv ekAekukdv avaotonéwv s Cox-2 kar Pikpdv 66ogwv acmpivns, evéxel auén-
Hévo kivOUVO yaOTPEVIEPIKAOV EMNAOKWY. LTS NEPINTWOEIS AUTES, €AV OUVUNAPXOUV Kal
napayovtes auénpévou Kivdivou yaotpeviepikav emniokwv and MZAO, sivan anapaitntn
N XopAYNan NPOCTATEUTIKAS aywyns yia Tov yaotpikd BAevvoyovo.

EvboapOpikn papuakeutkn Bepaneia

Kopukoeidbn

EvboapOpikés eyxUoels kopiukoatepoeidbous éxouv Béon oe acBeveis ue OA o1 onoior éxouv
@neypovh tou apBpikoU upéva h evboapBpikn cunnoyh uypou. O evboapBpikés eyxuaoers
unopouv va yivovtan pe ouxvotnta 2-3 popés 1o xpdvo otnv idia apbpwon, kar BEBaia pe
empenn Thpnon twv kavovwv avuonyias.

Yadoupoviké ou

H uafoupovdvn h uadoupovikd ofu eivar pia peydiou popiakou Bapous yiukozapivoyAu-
k@vn nou anoteneitan and enavadapBavopevous dioakxapites ylukoupovikou o&gos kai N-
akewnoyAukozapivns. Mapdyetar and ta upevokUtapa kai ta xovopokuttapa kar npoadi-
61 yloétnta oto apBpikd uypd. Zinv OA n ouykévipwon kai to péyeBos tou uadoupovi-
koU otgos €ivar peiwpéva.

Ta anotenéopata penetv oxeukd pe v anotefeopaukdnta twv evboapBpikmv eyxUoe-
wv uanoupovikoU o€éos ivan avukpoudpeva. Menétes éxouv dei€er BeAtiwon twv apbpr-
KWV OUpNTWHATwWY, 08 oX€ON LE T0 EIKOVIKO PAPHAKO Kal NapOUoIa e tnv anotefeapau-
kotnta twv MIA®. Opws, dnines penétes dev éxouv beiCer onpavukn kivikn BeAtiwaon,
OUYKPITKQ WE TO EIKOVIKO PpAPUAKO.
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e npdoPatn peta-avaAuon twv PERETOV OXeuKa ep tnv evdoapBpikh xophynon uanoupo-
vikoU o§éos, oupnepaivetal 6u autd pelwvel ov névo, n dpdon tou pnopei va diapkéoel
noffoUs pnves, 6wps dev paivetar va tpononoiei tnv eEEMEN tns vooou.

Lupyntwpaukds Bpadéws dpdvia eappaka yia tnv OA (symptomatic slow
acting drugs for OA — SYSADOA)

Me tov 6po autév avapépovial n diacepivn, n Berikn xovdpoitivn kar n Beiikh ylukozapi-
vn. Ta @dppaka autd nepiiapBavovian ous cuotdoels s EULAR yia tnv avupetwmon s
OA, 6x1 dpws ka1 ous cuotdoels tou ACR. Ané anfous otnv idia opdda nepiiapBaveran kan
10 uarnoupovikd ofu.

H &iaoepivn avaoténie in vitro tv napaywyn kar dpactnpidtnta tns IL-1 ka1 tnv ékkpion
wwv petadionpwieivacwy, xwpis va ennpedzer tn ouvBeon twv npootayfavdivav. Ze apke-
s penétes oe neipapatdzwa, n dracepivn €deike euepynukd anotenéopata 6cov agopd tnv
npoANYn ka1 NEPIOPIOHO HAKPOOKOMKMY Kal YIKPOOoKOoMmK®OV anfoimoewv tou apBpikou
xovopou. Mepartépw, oe kMvikés penétes, n dracepivn peiwoe onpavukd, og oxéon e 10
€IkovIKG appako, Tov névo kat Bedtiwoe tn Aertoupyikotnta o€ acBeveis pe OA 10xiou h
yovatos. Mpdopatn pedétn and tous Dougados M kar ouv. emBeBaiwoe ta nponyoupeva
kfhivikG euphpata kan €deike du n Bepaneia pe draoepivn eni 3 xpdvia €ixe GTATOUKWDS ONpa-
vukh tpononoinukh tns dopns tou xévdpou dpaacn, GUYKPIVOLEVN HIE TO EIKOVIKO pAPUAKO
kan napdninda édeige noAu kanh aopdneia.

H Oeiikn xovdpoitivn ka1 n Bgiikn yAukozayivn sivar puaikd ouotaukd twv yAukozapvo-
yAukavav tou apBpikou xévdpou. H xopnynon autav and 1o otépa und PHopenv Gappd-
kwv @dvnke va Biguwve ta oupntdpata kal a kopa va neplopizel v akuvofoyikn eGém-
&n v admmoewv tns OA. Eivar BéBalo 6u anaitolviar akdun pakpoxpovies penétes ent
1KavoU ap1Bpol avBpdnwy, oltws wote va emBeBaiwbei pe aopanea n dpdon tous.

Neipapaukés Bepaneies

Melpapatkés PeNETEs EXOUV EMXEIPNTEN TNV AVAKATAOKEUN TOU apOpikoU xovdpou pe peta-
HOoXeuon xovopoKUTIApwWY, HOOXEUPATA TOU NEPIOOTEOU N TOU nepIxovOpiou, oateotopia
ka1 xphon au§nukdv napaydviwv. Auotuxas, autés o1 npoondBeies dev éxouv dmaer em-
wxn anotenéopata.

Lupnepaopaukd, n avupetwmon tns OA otnpizetar o€ Yn GAPUAKEUTIKA PETA, OE Gapua-
KeUtkd kar o€ enepBaukés/xepoupyikés napepBdoers. Ly npwin opdda, n xpnaipdnta
tns onoias ivar onpavukn, nepiRauBdvoviar n eknaideuon tou acbevous, n puaoikoBepa-
neia ko n epyacioBepancia. H gappakeutkn Bepangia ouviotatar o xophynon andwv
avafynukav, MIA® kiaoikwv h avactonéwv ths Cox-2 kar evboapOpikés eyxuoers. Oap-
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Haka ta onoia QEPOVIal WS Tpononointkd tns vooou, éxouv anotéeopa otn peiwon tou
apBpikou noévou, av kar ev éxel Opws akdpun ninpws emBeBaiwbei n tpononoNtukn tous
dpdon eni tns nopeias tns OA.
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XEIPOYPIIKH ©EPAMEIA THX
| OLTEOAPOPITIAAL TOY TONATOX

“ E. Mnfiwtns MchOrth

AieuBuvins B OpBonaibikns Kiwvikns, NautikoU Noogokopgiou ABnvav

H ooteoapBpius tou yovatos npooBdnel 1o 25-30% twv avBpmnwv nit-
kias 45-65 €tv Kan nepi 10 60% autwv nou givan NAvw ano 65 etwv.
H oupntwpatonoyia tns ooteoapBpiudos dev oupBadizel ndvia pe v
akuvoroyikh ikéva.
Aronoyikd n ooteoapBiuda eivar ndBnon nodunapayovukn Kai n
ouxvétntd tns au€dvetan pe v naikia.
To yhpas auté kaB'sautd dev npokansi ooteoapBpiuda addd audve
tov kivbuvo ek@Uhions ané anda aitua kar edattwvel v duvatdtnta tou
apBpikou xovdpou va npodapBavel tnv emdeivwan.
Mnxavikoi napayovies nou mBavonoyeitan 6u ennpedzouv v ekdniw-
on ka1 emdeivwon s ooteoapOpiudos oe npodiabeukd dropa sivan

1. A§ovikh napékihon paiBétntos f BAaiodtntos tou yévatos

2. AotaBeia ouvOeopIKn N pEtd PnVioKeKTopn

3. Aiatapaxh tns napaiinidétntas apBpikcdv em@aveidv and KAtaypya h pNVIoKIKN

euniokn.

Ta oupntapata ts ooteoapOpiudos tou ydvartos eivar Kupiws 0 NGVOS Kai n AEItoupyIKN
avendpkela tou péfous nou ekdnidvetar pe Suokapyia ko actddeia otnv kivnon, 6nws
kan pe mBavn a§ovikh napapép@won tou okéous.
H Bepansia tns ooteoapOpiudos 1epapxeitar avd-
doya pe tnv BapUtnta ts nabnosws kar eivan
OUVINPNTIKA KA1 XEIPOUPYIKN Onws @aivetal atnv
oagaveia 1.

%l ragerra rié Doy s for Syerrpriomatie T4 of Koea

Alapdveia 1: Opposing Views in the Treatment of OA of the
Knee: Chairperson: Robert D'Ambrosia, MD; Faculty: Joseph
Lane, MD; Douglas W. Jackson, MD; K. Wayne Marshall, MD,
PhD, FRCS(C); Joseph Buckwalter, MD; Henry Mankin, MD;
Robert Jackson, OC, MD, FRCS(C) Release Date: June 29, 2001
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H xe1ipoupyikn Bepaneia pnopei va epappoadei petd tnv anotuxia s ouvinpnukns aywyns
anid kar o€ ouvduaopd pe ouvinpnukh Bepangia GNws N.x. Ye PUPUAKEUTIKN aywyh Kal
evbapBpikn éyxuon 1€odoenacukmv Siadupdtwy n kopuzoévns.

H BapUtnta tns nabhoews drakpivetan apBpoaokomkd o€ 4 otadia pe avuotoixia twv K-
K@V Ka1 akuvoAoylk@v eupnpdtwv 6nws @aiveta otov Mivaka 1.

Mivakas 1. Ztédia Baputntos tns ekpuiioukins ooteoapBpiubdos tou yovatos
KAINIKA AOIKA APE/KA ENAEIEH
EYPHMATA  EYPHMATA EYPHMATA OEPANEIAX
ITAAIOI  Eddxiota Oxin Eddtiwon ‘EknAuon s
EAdxiota okAnpoNTos apBpwans
x6vopou
ITAAIOLI Edagpd EAdtiwon Iidiopés ‘Ekniuon kan
apBpikns x6vbpou kaBapiopds
oxiophs
ITAAIOII XoBapd + 6npioupyia  Katakepukauopds KaBapiopds kai
ooteopUtwv  Tou xévdpou xovbponnaoukn
ITAAIOIV Mol évtova  + afovikn Anokdduyn tou  ApBpondacukh
napagépewon  unoxovdpiou ootou h Ooteotoyia

Eixéva 1.
ApBpookomikd otdbia Baputntos tns ooteoapBpitibos tou
yovaros.

H xeipoupyikn Oepansia tns ooteoapOpiudos nepidapBavel enopévws thv apBpookomikn
xelpoupyikn Bepaneia, us ooteotopies kai tnv pepikn h ofikn apBpondacukn tou yévatos
(Mivakas 2).
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Mivakas 2. Xeipoupyikin Bepaneia tns ooteoapBpindos

1. ApBpookomkn xieopupyikh Bepaneia
2. Ooteotopies

3. Mepikn ka1 Oftikh ApBponiacuki tou yovatos
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O POAOZ THz APOPOLKONIZHZ :THN OXTEOAPOPITIAA

H apBookdmon éxer noAfoUs pdAous otnv avupetwmon s ooteoapOpiudos kan eivar o1
ako6iouBor:

1. NpoAnnukos

2. Aiayvwoukos

3. ©epaneutkos

péAnyn

e 6u agopd tnv npdanyn, pnxavikoi mBavoi npodiaBeukoi napdyovies tns ooteoapOpiu-
60os 6nws n cuvbeapkn aotabeia kar n PNVIoKIKN ph§n pnopoulv va GiayvwaBouv npwipa
kan va BepaneuBouv apBpookomkd. Mepikh UNVIOKEKTOMA, UNVIOKIKA ouppa®n, ouvde-
oponnacukn, xovdponAacukn.

- -

Eikova 2,3: Mnviokiki BAGBN, pepikn pnviokektoun

Eikova 4,5: Zuppapn unviokou, Zuvdeouondactikn MpooBiou Xiaotou

Eikdves 6,7,8: ApBpiuda orabiou III pecokovbuniou eviouns kai IV éow pnpiaiou kovbudou Kai éow pnpiaiou kai
kvnpiaiou kovéUrou.
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Aidyvwon
Maniotwon s Baputntos kar tns éktaons tns apBprukns BAdBns

Eikova 9: Zuvipiupa xovépou Eikova 10: Debridement

60%
peltioon

74%
peAdtioon

Ix. 1 Movo pe éknduon, 60% Beduwbnkav, 25% Ix. 2 Me éknduon kar debridement, 74% BeAuw6nkav,
BeAuwbnkav npoowpivd ka1 15% bev BeAuwOnkav. 20% Beduwbnkav npoowpivd ka1 6% bev Beduwbnkav.

Mivakas 3. Opposing Views in the Treatment of OA of the Knee.
EKMAYZH ka1 DEBRIDEMENT 130 FTONATA 6 XPONIA FU

LTAAIA EMINAEON OXI EMINAEON
BAPYTHTOL OEPATEIA OEPATEIA
I&1I 17% 83%
Mm&lv 42% 58%
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Ocpancia

‘Ekniluon ka1 debridement

H ékniuon (lavage) tou yévatos pnopei va anopakpuvel Bpatopata xévdpou kal napdyo-
vies @Agypovns anod tnv dpBpwaon pe anoténeopa UPETN TV CUPNTWHUATWY Kal 0 kaBapi-

opods tou xanapou xovbpou and us apbpikés emedveies (debridement) emunkuver v
nepiodo upeons.

Abrasian Arthroplasty

el o g |I||i|. fersavc e dacape Lum
Eikéva 11:Anéeon tou unoxovdpiou ootou (abrasion Eikéva 12:Mikpokatdyuata unoxovpiou ootoU
arthroplasty)

Le pia penén twv Jackson ka1 ouv. 1988 pe 172 aaBeveis ko péco 6po napakooubnaons 4
xpoévia, pévo pe ékniuaon, 15% dev BenuwBnkav, 60% BeAumBnkav ka1 25% BedumBnkav
npoowpIva.

Me ékniuon ka1 debridement 6% 6gv BeAuwBnkav, 74% BenuwBnkav ka1 20% BeAuwOn-
Kav NpoowpiIva.

FiG. 2 . (nm e

e 2
'li e ~.J—‘“’
o N O

! = ; N | Fa:"’

o v e 1
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Eiéva 13: Oacteoxévbpivn  autopeta- Eikova 14: Metaudoxeuon kadiepynuévwv opodywv xov8po-
péoxeuon OATS kuttdpawv ACT
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Eikoves, 15, 16, 17: Metaudoxeuon kaddiepynuéwv
opondywv xovépokuttdpwv (AC)

Texvikés 6i€yepons tns enavopBwans tou apBpikou xovépou

ApOpoackomkés
1. Ané6§eon tou unoxovbpiou ootou (abrasion arthroplasty)
2. Mikpokatdypata tou unoxovbpiou ootou (Microfracture )
H andeon tou unoxovdpiou ootoU (abrasion arthroplasty) éxel xeipdtepa anoteféopata
ané to debridement (51% kafd évavu 71% kand, Bert 1988). Ta pikpokatdypata oup-
wva pe tov Steadman BeAtiwoav tnv kfivikn ekéva og 75% twv aoBevav pe napako-
fouBnan 7 etwv.
ApBpotopn
3. Octeoxdvdpivn autopetapdoxeuon (Osteochondral Autograft Transfer System, OATS
or Mosaicplasty)
4. Metapdoxeuon  kaepynpévaov  opofdywv  xovdpokuttdpwv (autologous
chondrocyte implantation , ACI)
O1 600 autés texvikés givar npdo@ates ka1 aneuBivovial Kupiws o€ NEPIOPIOHEVNS EKTAONS
BaBes tou x6vdpou h TpaupaTKEs.
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OXTEOTOMIEX - MEPIKH KAI OAIKH APGPOMNAAZTIKH TOY TONATOL

OLTEOTOMIEEX

‘Evdeién yia ooteotopia ivar n afovikh napapdppwaon tou yovatos pe ouotoixn povodia-

Hepiopaukh ooteoapBpiuda..

H ooteotopia pe i 616pOwaon tns afovikhs napapgdpewaons avadiavéue ta goptia and tnv
ndoxouoa NePIOXA TOU YOVATOS OE UYIEGTEPN £T01 (WOTE PE TNV aNoPOPTION TNS NACXOUTUS
NEPIOXNS VO UPIEVION T GUMNTAOMATA Kal va BeAuwvetal n avayevvnukn 1kavotnta tou Xov-
&pou ka1 n Aertoupyia tns apBpwons.

H ooteotopia tou yovatos v BeAuwver 1o €Upos kKivhoews ths ApOpwans.

La B

Eikdva 18: E§w kAeioth ooteotopia tinou Coventry Eixéva 19: Eow avoiktn ogteotopia tns KvAUNS

ENAEIFELZ

1. Movobiapepiopaukn ooteoapBpiuda akuvoroyikd n apbpo-
okomka dramaotwpévn

2. Lwpauko Bdpos >80 kg

Hrikia pikpotepn v 60-70 g1V

4. Ikavonoinukd €Upos Kivnons tou yoévatos (éktaon <150,
képyn >900)

5. Aovikn napapdépewaon >150

6. Ox1 difes napapopPwoels tou okénous N NePIOPIOOS Tns
npooaywyns — anaywyns tou 10xiou

7. Apacthpio endyyenpa h aoxonies

w

Eixéva 20: Ooteotopia e
epappoyn eEwtepikns oote-
oouvBeans
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6. Kdkwon nepoviaiou v.
7. LOvdpopo npoabiou Hiapepiopatos kvapns
8. Auokoneug texvikd v onikh apBpondacukn

Eikéva 21: Oateotopia éow KAEIOTAS ywvias ToU KATWIEPOU Lnpiaiou.

ANTENAEIFEIS Eik6ves 22, 23: MpoBéceis xwpis ouvbeon unpiaias kar kvniaias npdbeons (Unconstrained)

1. Yne€dpBpnpa tns kvapns >1cm
2. RA f @igypovwbdns apOpius

3. Pnén tou npocBiou xiaotou pe aotabeia EXQ MONOAIAMEPIZMATIKH
4. Ooteoxovopives kakwaels > 1/3 ts apBpikns em@aveias h ooteoxdvopives BaBes pe OLTEOAPSPITIAA - BAAIZOTONIA
BdBos >0,5cm Ma BAmoodtnta <12° guviotdtar upnih oote-
otopia paiBdTNTos s KVAUNS
EXQ MONOAIAMEPIEtMATIKH OLTEOAPOPITIAA - PAIBOTONIA Ma BAaioownta >120 ouviotdtar ooteotopia

€0w KAEI0TAS ywvias ToU KATTEPOU UnpIai-

Yyninh ooteotopia BAaiodintos tns kvAuns o

1. ‘E€w kAeioth ooteotopia wnou Coventry: Apaipeon o@nvas pe tnv Baon €Ew, H16p0w-
on Tou pnxavikou a§ova kan ataBeponoinon pe ecwtepikn h eEwtepikn oateoalvOeon.

2. ‘Eow avoikth ooteotopia tns KVAUNS pe ToNoBEtnon HOOXEUPATOS KOl E0WIEPIKN OOTED- Anotedéouata Yynfn - ooteotouia

oUvBeon BAaigdtntos tns kviAuns _
1. Bofwth uynih ooteotoyia tns KvApns - ogteotopia nepévns, H16pBwaon Tou Pnxavikou 10 éwn fu © 70% kand ¢ 30% kakd Eioves 23,24: Mpobéas Semi constrained
dafova kan ouykpdtnon pe e§wtepikh ooteoolvOeon (Charnley clamp) KaflUtepa anotenéopata pe unepbiopBwon
H16avikh 616pBwaon tou pnxavikoU Gova sival ungpbidpBwon katd 3o 2-3% ndvw ané to guaioioyikh Baiodtnta
TOU yovatos twv 7°.
Emnnokés Odenbring et al 1990
1. Yno&16pBwon d€ova 75% kand anotenéopata oe 11 xpévia oe
2. YnepbiopBwon d€ova angvsis <50 etwv pe hma ooteoapBpiuda
3. Nidtpnon apBpikhs em@aveias Billings et al 1939 ,
4. Aonntos vékpwaon kvnpiaiou kovounou 67%, KaAd GHOTEHES’UGTG o€ 8,5 Xpovia
5. Xapndh emyovatida (Patella Baja) emBiwon ooteotopias 85% o€ 5 xpovia kai , , '
53% o€ 10 xpévia Eikéva 25: MpdBeon Fully Constrained
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Eikéva 26, 27: HuiapBpondaoukn evés Siauepiopatos tou yovaros

APOPOMNAALTIKH TOY TONATOL (OAIKH H
HMIAPOPOMAALTIKH)

ENAEIZELX APOPOMNAALTIKHZ TOY TONATOX

1. Anotuxia ouvtnpnukhs aywyns

2. Anowxia nponynBeions apBookonikhs xel-
poupyikns Bepaneias

3. Anowxia nponynBeions ooteotopias

LTOXOI APOPOINAALTIKHE TOY TONATOX

1. Anaddayn ané tov névo

2. E€aogdnion otaBepotntas

3. E€aopdnion Aertoupyikou e0pous kivnons
4. N6pbwon agovikhs napapdpewaons

ANTENAEIZEIX APOPOINAAZTIKHL TOY FTONATOL
1. MNpoéogatn h evepyods eAeypovh-onyn

2. Iuvundpxouca veuporoyikn BAaBn tou okénous

3. MoAu coBapn ayysiondBeia touokénous
4. Monu peydAn niikia (oxeukn)

Eikéva 28: ApBpondactiki tns emyovaubo-
unpiaias apBowoews

The Richards type || patellofemoral arthroplasty.

Eixéva 29: ApBpondactikn tns emyovaubo-
unpiaias apGowoews

TYNOI NMPOGELEQN KAI ANTIZTOIXEX ENAEIZELX

1. Xwpis oUvdeon pnpiaias ka1 kvnpiaias npdBeons (Unconstrained) - Movata xwpis ouv-
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beopkn aotéBeia h coBaph xadapoétnta kan pe pikph agovikn napékkaion.

Me ouvbean oxeukoU nep1opiopoU tns kivnons petagu pnpiaias kat kvnpiaias npoBeons
(Semi constrained) - A. lévata pe ouvbeopikn aotabeia h coBaph xanapdtnta kar pe
ooBapn aovikn napékkmon.

B. AvaBecpnon apBponfacukhs

Me ouvbeon npoadiopiopévns kivnans peta&u pnpiaias ka1 kvnpnaias npoBeons (Fully
Constrained) - [évata pe noAu coBaph ouvdeopikh aotdBeia h xadapdtnta ka pe peyd-
An a&ovikn napékkion 6nws anid Kupiws os nepintogls avaBewpnons nponynBeions
ofhikns apBpondacukns.

HmapBpondaoukn evés dapepiopatos tou yovatos — Mévata pe PovoSIapEPIoHaTIKA
ooteoapBpiuda kar uyiés 10 avtiBeto dapépiopa 6nws kar tnv emyovaudopnpiaia
dpBpwon, xaunAoU cwpaukoU Bapous, pe kabioukn anaoxéinon, cUykapyn <15° Kan
ouvdeapIK aKEPAIOTNTA TOU YOVATOS.

. ApBponAacukn tns emyovaudounpiaias apbpwoews - fovata pe povodiapepiopatkn

ooteoapOpiuda tns emyovaudopnpiaias apBpwoews xapniolu cwpatkou Bapous Kai
e kabioukh anaoxénnan

Fevikés Sramotmoels

1.

0 xpuads kavovas tou wnou apbpondacukns yia apxikn enéuBacn dnws npokUntel
ané ta pakponpdBeopa anotenéopata givar n xphon tns apBponfacukns em@aveias pe
a@aipeon tou omabiou x1aotou kat onioBia otaBeponoinan.

. Le 6u apopd tov tno tns kvnpiaias npodBeans, n xpnon cupnayous npdBeons enattw-

vel v dnpnoupyia ynypdtwv noAuaiBuieviou kar ooukns anoppdenans.

. Le 6u apopd v avukatdotaon tns emyovatidos h 6x1  undpxer dixoyvwpia kar undp-

XOUV €pyaoies pe avukatdotaon tns emyovatidos pe anotuxia éws kal 33% ka1 otn pené-
i wwv Ogon M. ka1 ouv. Arch Orthop Trauma Surg. 2002 May; 122(4): 229-34, &iam-
otwOnkav emniokés o€ 20,5% pe avukatdotaon tns nyovatidos kai povo 9,6% xwpis
avukataotach ms.

Zuppwva pe tous Phillips AM, kar ouv. (Current techniques in total knee replacement:
results of a national survey. Ann R Coll Surg Engl. 1996 Nov;78(6):515-20), o€ navebvi-
kA peétn twv xeipoupywv tns Meydnns Bpetavias  taipévio xpnaiponoiolv o1 95,2%
WV Xelpoupywv ev apBpondacukn tns emyovatibos epappozotav navia and 1o 32%
WV Xelpoupywv Kai noté and 10 19%. Kprnpio yia v apBpondacukh tns emyovatibos
htav n dieyxeipnukn ektipnon tns Baputntos tns oateoapBpiudos tns emyovaudopnpiai-
as apBpwons. 98% twv XEIPOUPYWV Xxpnaigonoiovcav kvnpiaia npdBeon pe petanmikn
Bdon ka1 80% autwv xpnaiponoloUoav apBpwtd auotnpa kvnpnaias Baons kar noAuar-
Buneviou (modular tibial components). Emyovatiéa pe petaifikn Baon xpnoiyonoigito
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and 1o 13% ka1 xwpis petanikh Bdon and 10 51%.
Le 6,u agopd tnv kabnAwon tns npoBéocews oe 7.174 nepiotaukd tou NopBnyikoU
Mntpwou ApBponiacukns tapévio xpnaiponoindnke oe 87% twv nepintwoswy, 10%

htav uBpibia ka1 2% xwpis ToIpEVTO.

Ze 6,u apopd 1o poviédo-etaipia napaywyns ofikav apBpondacukdv tou yovatos n
nevtaeths emBiwon petagl 6 yvwotwv poviéAwy Atav napopola kupavopevn anod 95-
99%. AGC 97% (n 279), Duracon 99% (n 101), Genesis I 95% (n 654), Kinemax 98% (n

213) and Tricon 96%(n 454), LCS 97% (n 476).
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ATKYAOMNOIHTIKH LNMONAYAOAPOPITIAA

Dr Lpétaios Tniépaxos
Iatpds Peupatondyos Au.Emotnpovikds Zuvepydins

" PeupatoAoyikd Tunua A'TlaBoAoyikns Kivikns A.1.6.
Mavemotnpiakd levikd Noookopeio A.X.E.N.A.

H Aykuionoinukn Znovouniuda (A.L.) eivan pa xpévia gAgypovaddns vdoos n onoia npo-
oBanne veapous evhikes. MpooBdner kate§oxnv tov a§ovikd okenetd kar Mydtepo ouxvd
apBpwoels evawr napdAdnda pnopei va eppavizer ekdbnwoers kar ané dida ouothypata
(opBanpoi, 6éppa, BAevvoydvol, éviepo, nvelpoves, kapdid). Anotelei tov KUpIO eknpo-
owno pias opadas peupatonabeimv pe kovd xapaktnpioukd, us novéunapBpiudes (SpA)
o1 onoies o€ pa dedopévn ouypn pnopouv va katann§ouv o deuteponadn A.L.
MaBoyéveia H A.L. eivan vooos nou xapaktnpizetal ano yeveukn npodidBean. To kat'e§oxnv
unguBuvo yovidio eivai to HLA-B27.% To B27 pdpio éxel éva pono «kieidin otnv évapén tns
dvoons andvinons pe 1o va napouaidzer apBprtoyéva nentidia ota CD8+ T-kuttapa (yvw-
oth 1016tnta twv HLA tééns I popiwv). Exel enions povadikn dopn pe tn dnpioupyia xapa-
Ktnpiotkhs «ntuxhs» nou @aivetar 6u oupBdanner otnv naboyévela tns A.L. Ané tous 21
undtunous tou B27 undpxouv kdnoior (05,02,03,04,07) nou oxetizovial ouxvotepa pe AL,
kan dnnor (06, 09) nou oxetizovar Mydtepo ouxvd.

Map'6fo nou penétes oe nepapatdzwa deixvouv évav dueco pdno tou B27 otnv naboyé-
vela tns vooou, gaivetan 6u kar dia yovidia ivan anapaitnta yia tv ekdhAwaon ts. Mené-
1€s o€ oIkoyéveles e H1dUpous h adepoUs pe A.L. evioxUouv tv dnoyn 6u annol yeveu-
koi napdyovies népav tou B27 kaBopizouv noid B27+ drtopa Ba avantu§ouv apOpiuda. H
avakdiuyn véwv peBddwv €peuvas twv yovidiwv Kar twv NoAUPOPPIoHmY Tous (avixveu-
on noAUUOP@IoUGMV phKous Bpadapatos, Kataypadn ofyovoukAEoTSIOKWOY aPeENPIY),
Ka1 n Kataypa®n Kai YeREtn Tou yoviSIpaTOS OE OIKOYEVEIES e tn vOoo, anotedolv Ts
Bdoeis épeuvas atnv tautonoinon twv uneuBuvwv yovidiwv s vogou.”?

Ta yovibia autd pnopei va avikouv tooo otnv MHC nepioxn tou XpwHatoowpatos 6, 6ao
ka1 é€w and authv. MBavofoyeital 6u 69% tns yeveukns enibpacns pnopei va Npoépxetat
¢€w ano6 tnv MHC neproxn.Ynown@ior yeveukoi napdyovies nou mbavév va oxetizovian e
v eypavion A.L. ka1 0Tous Onoious EMKEVIPMVOVTAl 01 EPEUVES ivar: 1)yovidia atnv nepio-
xh MHC tou xpwpoomuatos 6 énws dnda HLA tdéns I pépia (B60), HLA-tGENs II popia
(6nws DR1, DR8, LMP2, LMP7, TAP1, TAP2), HLA td&ns III popia (peta&l twv onoiwv kai 1o
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yovibio yia tov TNFa) kar 2)yovibia ota xpwpatoowpata 2, 4, 7, 14, 16, 19, k.a..
IotonaBonoyia: Eva and ta xapakinpioukd yvwpiopata tns A.L. Kai twv SpA nou us Kavel
va &agépouv and us dAnes peupatondBeles eival n napouadia @Asypovis ous evBéaels,
anfd ka ous 1epofaydvies apBpmaels kar 1ov apBpikd UPEva NEPIPEPIKWY apBpwoewy.
Mapd tn peydnn npdodo nou unnpte ta tefeutaia xpovia kupiws pe t Bonbea tns avo-
ooiotoxnpeias otnv BeAtiwon twv yvhoswy pas 6cov agopd us Béoeis-otdxous s AL,
e€akonouBoUpe va pn yvwpizoups yiat undpxel auth n emiekukotnta yia npooBoih twv
OUYKeEKPIPEVQV BEaEwV.

‘EvBeon. givan pia petaBorikd evepyds B¢on n onoia undkertan o€ pnxavikd epebiopata, Kan

otwnv onoia népa and dinBnaeis Aepokuttdpwy Kar pakpo@dywv éxouv avixveuBsi mRNA
v vav kodaydvvou tunou II kar tns nwteoyAukdvns ayypekdvns.® Autodvooos dpdon
ot poépia autd éxer dexei o€ nepapatdzwa 6u pnopei va odnynoel oe apBpiuda. Ius
1eponayévies apBpaoeis. H Broyia tous 61a Bendvns kateuBuvdpevns pe C.T.Ebaike au§npé-
vn kuttapoBpiBeia pe emkpdnon povonuphvwy kat AeuPokuTtapwy, atov apBpikd upéva,
010 unoxovopio ootolv Kal og ouvdéapious Kar napaapOpikoUs 10toUs, kai pe tn Bonbeia
s avoooiotoxnpeias :napouaia mRNA tns kuttapokivns TNFa kan tou au§nukou napdyo-
vios TGFB, ka1 napoucia CD4+ kan CD8+ T-Aeppokuttdpwy, kar napoucia CD14+ pakpo-
edywv™. Ogov agopd tov apBpikd upéva twv nepip. apBpwaoewv otnv AL BpéOnkav
xapaktnpioukés dragopés anod exeivov tns Peup. ApBpiudas®. Mapatnpnbnkav: 1)unepék-
(PPACN EVEPYONOINKEVWV HAKPOPAYwY (EKKPIoN NpoPAeyHovwdmY KUTIAPOKIVAY), 2)Asp-
@okuttapikés inBnaeis Aiydtepo ouxvés anod exeives nou epgavizel n P.A. kar 3)ayyeiwon
niéov évtovn kan adpn (ayyeloyévean, VIEYKpives).

Mayvwouka kpithpia Téoo ta kpithpia ths Pawpns 600 ka ekeiva tnhs Néas Yopkns ivar xpn-
olga yia tnv ta§ivéunon twv acbevav nol ndoxouv and A.L. annd eivar noAU 1d1ka kan
unonsinovian o€ euaioBnoia. Mapansinouv xapaktnpioukd yvwpiopata twwv Inovouiap-
Bprtidwv onws n.x. nepipepikh apBpiuda, daktuiuda, payoediuda h evbeciuda kar &ar-
pouV pe autd tov tpéno acBeveis nou n naBnon tous Eekiva p'autd ta cupntdpata Kai eno-
Hévws avhkouv o'auth tv opdda.

H npétaon véwv kpitnpiwv tagivopnons nou va xapaktnpizoviar and guemtia kar 6x1 and
otevd diayvwoukd opia gixe ws otéxo va nepiin@Bolv otnv opdda twv Inovéunapbprt-
dwv aobeveis otous onoious n évap&n tns vooou dev eival tumkh Kal eNopévws Kivouveu-
ouv va éxouv pia AavBaopévn Sidyvwon kar pn éykaipn Bepaneutkh avupetwmon. H
Eupwnaikh Opdda Menétns twv ZnovéunapBpitidwv (E.S.S.G.) npodteive kpithpia tétoia nou
va pnopouv va nepindBouv 1600 tous acbeveis e capn olvdpoua 600 Kal ekeivous e
abiagoponointn onovoéuiapbpiuda n drunes popPés tns véoou. MapdAdnia ta kpithpia
nou npoteivav o1 Amor ka1 ouv. 10 1991 xapaktnpizovian ané noAu kanh suaioBnaoia
(91,9%) kan e€anpeuki e1dikétnta (97,9%).
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‘Eva ané ta peovekthpata twv nafaiotépwy kpitnpiwv eival éu otnpizoviar ungpBonikd
omnv akuvofoyikh eupavion 1epofayoviudas ka1 p'autd tov tpono e€aipolv kanoious
aoBeveis pe npwipn A.L. atous onoious ta akuvonioyikd euphpata dev eivar akdpn eupavn.
Kon @aivetan 6u autoi o1 acBeveis dev sivan diyor. Le pa penétn and 88 acbeveis pe apxikn
&idyvwon «mBavihs A.L.», petd 10xpovo follow up éva 30% napouaciaze cagn (definite)
A.L". Y'autoUs tous aaBeveis ouxva didetar pia AavBaopévn didyvwon 6nws n.x. auth tou
unxavikoU noévou. Na v anoguyn AavBacpévns Sidyvwons onpavukn gival n oupBonh
twv Calin kan Fries pe tnv npétacn twv KPItNpiwv NOU Xapaktnpizouv tov @isypovadn
névo.

Znv npaén o kMvikds peupatondyos petd 1o 10Topikd kal thv Kivikh eéétaon npoonadei
va emBeBaiwoer tn Hidyvwon tns A.L. pe tnv napouaia otnv akuvoypadia Aekdvns tns 1€po-
ayoviudas kabBws auth givar kaBopioukn yia tn didyvwon tns A.L.

Ooov apopd 1o HLA-B27 auto dev Ba npénel va Bewpeitan diayvwoukd test h anapaitntn
e&€taon yia i Gidyvwon s A.L. Evas aoBevns pe kvikn kar akuvonoyiki iepofayoviuda
nou eivan HLA-B27 (-) e€akonouBei va éxel A.L. E€ annou n e¢étaon eivar ouxvda apvnukn o€
deuteponaBeis poppés A.L. dnws ae aoBeveis pe ywpiaokn. N evieponabnukn onovduniu-
6a 6nou poévo 10 50% twv acBevav ivar B27(+). O kfvikds yiatpds Ba npénel va znthoel
10 HLA-B27 6tav undpxer 10xuph unoyia @igypovamdous ndvou kar n akuvoypagia dekd-
vns gv pnopei va emBeBaiwoe v 1eponayoviuda.

Akuvonoyikés éleyxos H npaipn A.L. pnopei va gupavizel cupntmpata npiv undpéer yia
k@noto xpoviké didotnpa kat akuvodoyikn emBeBaiwon, ka1 autd yiati otnv NP@IUN Gacn
n a/a Aekdvns éxel neplopiopéves duvatdtntes otav dev éxouv dnpioupynOei akOUN 0oTKES
BAdBes (unoxovdpiakés okAnpuvaers h/kan SiaBpwaeis). Mapd o yeyovds tns neplopiopé-
vns euanoOnaias tns, eakonouBei n anAn a/a Aekdvns va gival npwtapxikh egétaon yia n
&idyvwon tns AL, ka1 Ba npénel va znteitan o€ 6Aous tous aoBeveis.

Evas onpavukoés napdyovtas nou npénel va AapuBavetar un'oyiv otnv aneikévion twv 1€p0-
Aayoviwv apBpwoewv ivar n 1diaitepn avatopikih tous. To oxhpa S twv apbpwoewy, kai n
nopeia tou apBpikou daotnpatos and £Ew katelBuvan npos ta €éow npokadoUv onuavu-
kh emkaduyn twv dayoviwv pe 10 1€p6 0otolv Kal ouviedoUv atnv acagonoinon tou
apBpikou draothpatos ae npoabioniobies Anyers. H npnvas B¢on tou aoBevous kai n ywvia
AAyns tns a/as ous 25-30° Auver og onpavukd BaBué to avwtépw npdBanpa.

Lus nepINtwoels nou n a/a Aekavns dev sivar drapwuoukn xpnoigonolouvial dAnes anel-
kovioukés péBodor yia v emBeBaiwon tns 1epoAayoviudas 6nws: 0 omvBnpoypdenpa
ootV , n C.T. Aekavns, n MRI ka1 npéagata n duvapikn MRI (d MRI)

Me to omvBnpoypd@nua dnpioupyolvial diayvwoukd npoBAnpata kabws napatnpeitan
oxeukd au€npévn npdoinyn ka1 kaBhdwon tou padievepyol texvntiou ous 1eponayovies
apBpwaels ka1 o€ uyin dtopa, n onoia anodidetal otnv au€npévn ayyeiwon kar otov uynio
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oouké petaBoopd otnv ev Adyw nepioxn. EmnAéov oe nepintwon @ieypovns ta suphpa-
ta givan pn ad1kd. Iows n xpnaipdtnta tou sivan peyanUtepn otnv napouadia teponAeupns
1epofayoviudas Kar otnv aVUKEIPEVIKOTEPN EKTIUNON TS €KTAONS ths vOoou, Opws n ékOe-
on veapwv atdpwv onws ivar autd pe A.L. o€ padievepyo uniko kabiotd anayopeutikh Ty
e€étaon 1600 yia v Hidyvwon 6oo kai yia tnv napakodouBnon.

To peydno nicovéktnua tns C.T. kar tns MRI €ivan n 1kavotnta tous va «kdéBouv» s 1€po-
naydvies o€ topés, dpa anotpénetal n mkdAuyn twv apBpmaoewv. Na v avixveuon npw-
1Hwv ooukwv BlaBwv énws eivar n okdnpuvan ka1 o1 diaBpwaoes, n C.T. givar mBavov
kafUtepn tns MRI. Ev toUt01s n avatopikh twv 1eponayoviwv apbpwoswv e 10 avwiepo
hpa ouvdeopkd, ouvielsi otn dnpioupyia pn opanol apBpikoy Hiaothpatos kat kabiota
duokonn v angikévion tou unoxovdpiakoU octou. H unoxovdpiakh okAhpuvon tou
Aayoviou tuhpatos ts dpBpwaons anotenei éva gualonoyikd yeyovds ynpavons. Etar o1
adfoiwogrs autés pnopouv eukona va unepekupnBouv pe tn C.T.

H MRI ungpéxer otnv angikévion tou x6vopou Kai ivar mo euaioBntn e€étaon ous petaBo-
n€s nou autds ugiotatal otnv nopeia ths véoou. Ta cuvhBn euphpata eivar okAhpuvon tou
unoxovdpiou ootoU (subchondral sclerosis), nepiapBpikés ouykevipwoels Ainous
(periarticular fat accumulations), avwpano nepiypappa apBpacwv (irregularly delineated
joint spaces) pe avixveuon peydfwv diaBphoswy (>2mm).” Le pia peémn o 1994° enéy-
xOnke ouykpiukd n anotedeopaukdtnta wwv C.T. kar MRI o 24 aobeveis pe kvikés evoei-
eais AL annd acapn akuvonoyika supnpata, kal og 12 paptupes. H C.T. avixveuoe 1€po-
Aayoviuda oto 38% twv aoBevav évavu 54% tns MRI. Ztnv tefeutaia dpws anoiwoes
napouaiaze ka1 10 17% twv uyiov paptdpwv. Etar n C.T. BpéOnke va sivar mo eidikn anid
Myotepo euaioBntn and v M.R.L.

Me tn BonBeia veotepwv texvikawv ts MRI (fat suppression, Short Tau Inversion Recovery h
STIR) eivan duvatdv ektds twv avatépw anfoIdoEwy va avixveubei ev pépel kal n napouaia
@neypovns. H tedeutaia npoobiopizetan niéov afidmota pe v evbo@néBia xophynon
gadolinium DTPA ws okiaoukoU pégou, kai tnv angikdvion pias npoemeyeioas topns twv
1epofayoviwv o€ enaveiinpéva xpovikd ouypdtuna (duvapikn MRI). BpéBnke 6u petd tn
Xophynon tou okiaoukoU péoou unhpxe 1) ouykévipwon tou otn eieypaivouca GpBpwaon
ka1 mo Aentopepns angikévion tns, 2) peyanUtepn euaioBnoia otnv avixveuon BAaBawv oto
nepiypappa ts apBpikns koiRdtntas (avixveuopes pkpés diaBpwaels diapérpou <1mm), kat
3) epnioutiopds pe oKIaoTuKoO Twv 10TV NEPIE Twv 1epofayovinv apbp. nou avunpoowney-
ouv @ieypovh Tou x6vpou Kai tou unoxovdpiakoU 0otoU.

Mpoogata oudda epeuvntcv napouadiace peétn pe ouoxéuon eupnpdtwv dMRI ko 10t0-
foyikwv e€etdoewv ano Bioyies 1epofayoviwv nou eAngdnoav &ia BeAdvns kateuBuvope-
vns pe C.T9. Ta anotenéopata twv dMRI afiofoynBnkav pe tn Bonbeia deiktiv vepyodtn-
1as ka1 xpoviétntas nou npdo@ata éxouv npotabei. H penén €deae du o Babuods kuttapi-
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khs 61nBnons ous 1eponayovies oxetizetar pe tov Babuéd eunAoutopol pe oKIAOTKS ous
MRI. Enopévws to peydno nAcovéktnpa tns dMRI ivan va aneikovizel tautoxpova BAaBes
nou éxouv Ndn oupBei ko napouaia Asypovns.H MRI pnopei va avixveloe npwipes BAG-
Bes tns A.L. ka1 otnv In. Zthin Kupiws otous ouvdéapous kar pamota ota épia vadous
baktuniou tou pecoon. diokou e tov npdabio olvdEapO Kat 10 owpa tou onovdunou, evi
n ooukn okAhpuvon kar o1 draBpwasis avixveuovial kanUtepa pe C.T.

Aciktes evepyotntas H TKE kar n CRP givan ouxva au§npéves atov opd twv aoBevav pe AL
anna dev anotedouv euaioBntous deiktes twv kvikadv petaBonwv otous aobeveis autous.
H avaykn va undpouv napduetpor nou va avadeikviouv tnv evepyotnta kai tnv BapUtnta
s véoou Kai va pnopoUv va napakoiouBhoouv mo guaioBnta kar a§iémota us petaBo-
fés tns, 06Mynoe ot dnploupyia HEIKTWV .IXEUKG HE TNV EKTIPNON TS evepyotntas tns A.L.
o deiktns BASDAI anotedeitar and 6 onukés kipakes nou a§lodoyolv tv kénwon, tov
onovduniké névo, névo kar didykwon apBpwaogwy, NOVO o€ KATAPUTEIS TEVOVIWY, NOIOT-
KA Ka1 Noooukn ektipnon tns npwivhs duokapyias." MapadiinAa npotdBnkav deiktes o1
onoiol ynopouUv pe euaiobnaia va npoadiopicouv 1o eninedo Aertoupyikdntas twv acde-
vav (BASFL, DFL), tnv kivnukétnta tns onovd. othins (BASMI), 1o BabBpé twv akuvonoyr-
kv BAaBov (BASRI), kaBs kar tv noiétnta zwhs (SF-36) twv acbevav pe A.L. wote va
NPOCPEPOUV HIa OPAIPIKATEPN EKTIUNON TS KaTAoTaons tns voaou, kai va napakofouOn-
oouv €ukoAGTEPa TNV NOPEia TOUsS.

Mpdyvwon: Ze pia npoondbeia va kaBopiaBoUv npoyvwaoukoi deiktes oe aobeveis pe Znov-
dunapBpiudes o1 Amor ka1 ouv. npoételvav et NaPapéTPous o1 onoies otnv évapén tns
vooou oxetizovian pe au€npévn Baputnta (11). MpooBonn tns katioxiov dpBpwans,
TKE>30mm/1h, pn andvinon og NSAIDs, nepiopiopds kivnukétntas OMIE, daktudiutda,
orhiyoapBpiuda, ka1 évap&n vooou npiv and ta 16 xpdvia. MpooBonh 10xiou n napouaia 3
napayoéviwv npoodiopizel pia duopevh nopeia pe euaroBnaia 50%, v eaipei tnv mba-
votnta va undpxel hma vooos (eidikoétnta 97,5%). Hma vooos eivar mBavih edv kaveis ané
T0US avwtépw napdayovies dev givan napwv (euaabnaia 92,5%, e1dikétnta 78%).
Oepaneia: H avakdiuyn véwv Biodoyikdv napayéviwv nou adpavonoiouv tov TNFa ka1 n
emwuxns ékBaon tns Bepaneias otnv P.A. ka1 atnv véco tou Crohn odnynoe otn xpnoipo-
noinon aut@v v gappdkwv kar otnv A.L. ka1 ous dides ZnovéuiapBpiudes. Iows n xpn-
aiyonoinon twv napayoviwv autwv otnv A.L. anoktd peyanUtepn onpacia KaBws péxpr
npdéopata dev unnpxav pdppaka (nAAv tns LouAgacanazivns) nou va ackoUv tpononoin-
ukh dpdon (pia ouciaoukn dragopd and tn P.A.).

H Zoungpacanazivn éxe xpnaiponoinBei og 8 eneyxdpeves penétes kan dnws £deige kar npo-
ogata o€ peydnn penémn @aivetar 6u BonBa acbeveis pe nepipepikn apBpiuda, annd dev
éxel dpdon otnv afovikn npooBonh tns vooou™. Le 6ies us pefétes n anotedeopaukotnta
s LouApacanazivns Qaivetan va sivan ouvdedepévn pe npadipn véco.™ Ané ta unonoina
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tpononoinukd gdppaka n MeBotpe€atn dev éxel BonBnoel ous nepiocdtepes PeNETeS.

Ta NSAIDs npoagépouv oupntwpaukn BeAtiwon, av kai nepioodtepo and 20% twv acbe-
vav pe AL dev anaviolv kand n kaBdénou oe autd. Ta kopukoedn eivar dpaoukd dtav
xpnoiponolouvian o€ tomkés dinBnoeis and oxi cuotnpauka (GAANn pia dapopd ts A.L.
e tn P.A.). Mpéogpata xnaiponoinBnkav n Bamdopidbn ka1 n namdpovain o€ 2 avoikiEs
penétes™ ™ pe euvoikd anotenéopata. Kan ta 2 pdppaka ackouv tpononoinukh dpdon ev
uéper toundxiotov adpavonoidvias tov TNFa.

O1A6yor atous onoious atnpixBnke n xopnynon twv avu-TNFa napayéviwy otnv A.L. Atav:
1)n avixveuon mRNA tou TNFa o€ unik6 Biogias and @eypaivouaes 1eponaydvies apbpc-
ogis acBevawv pe ALY, 2)0 TNFa ekppazetan oto Pisypaivov éviepo o€ aoBeveis pe erey-
povmdn vdoo tou eviépou kar n avu-TNFa Bepancia eivan anotedeopaukn yia i véago tou
Crohn"®. O1 ZnovduniapBpiudes oxetizovian o€ éva BaBud pe peypovwdn vooo tou evié-
pou.kan 3)Afovikh aykUiwon ka1 evBecondbeia (xapaknpioukd nou Bupizouv A.L.) ava-
ntooovial o€ nelpapatdzwa (transgenic mice) pe au§npévn ékppacn tou TNFa™.

O1 avu-TNFa Biofoyikoi napayovies nou xpnaiyonoinBnkav otn Bepaneia s A.L. ka1 ous
SpA €ivai to xipaipikéd povokAwviké IgG1 avticwpa Infliximab (Remicade) kan n 75kD IgG1
avaouvdiaopévn npwteivn Etanercept (Enbrel).

Ooov apopd 1o Infliximab, apxikd enéyxBnkav o€ 6Uo avoiktés penétes 3unvns didpkeias n
Bpaxeia anotedeopaukdtnta kal n aopdansia oy,

Ztn penén tns opddas tou Bedyiou xpnaiponoinBnkav 21 acbeveis pe A.L. kar dies SpA
pe péon Sidpkeia vooou ta 17 éun. 1) BpéOnke 6 10 oxnpa xophynans tou pappdkou pe 3
evbo@néBies woels ae 6dan 5mg/Kg tnv 0, 2, kan 6n €B6opdada ntav 1diaitepa anotensopa-
uk6 kabws BeAumOnkav onpavukd 6nes o1 napdpetpor nou npoadiopiodnkav. H pn onpa-
vukh Bedtiwon tou Schober test iows aviavakid v aykUAwon ts onovbuikhs othnns,
kaBcs o1 acBeveis nou énaBav pépos atn penétn gixav npoxwpnpévn didpkeia vooou. 2) H
évap&n dpdons tou gappdkou ntav taxeia. O1 nepioodtepes napduetpor sixav BeAuwOei
onpavukd and v 3n npépa. 3) To pappako htav acpanés kabos dev napatnphBnke Kap-
pia coBaph avemBUuuntn evépyeia.

H leppavikn penén nepienduBave myotepous aoBeveis annd ntav opada opoloyevis (11
aoBeveis povo pe A.L.) pe pikpotepn niikia kot kupiws pe pkpdtepn péon Sidpkeia vooou
(5 éwn évavu 17). H BeAtiwon twv aoBeviv ekupnbnke 1) pe tn Bonbeia deiktwv evepyotn-
tas, Aertoupyikotntas, kan kivnukdtntas, pe Kiipakes ndvou, kar epwinpatondyia nou apo-
poUoav thv NoIdtNta zwhs twv acbevav, 2) pe epyactnpiakoUs deiktes evepydtntas (TKE,
CRP, IL-6) annd kan 3) pe tnv napakodouBnon péow ths MRI tns andvinons otn Bspaneia
1000 s 1epofayoviudas 60o kai tns onovoudiudas.

0O &eiktns evepydtntas BASDAI BeAuwOnke >70% o€ 9/10 acbeveis, pia npépa petd v 1n
éyxuon. Ynhpée Bentiwon >50% o€ 6Aous tous deiktes. Ynhp&e unoxawpnon tns onovoum-
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khs @Aeypovns avixveuBeioa pe MRI annd dev BeAuwbnke n 1epofayoviuda nou htav >III
BaBpou. To Beukod anoténeopa dinpkeoe 6 eBOoUGOES petd tv 3n éyxuon ot 8/10 aobeveis.
Kot o1 2 avwtépw penétes nou €édeifav anotensopaukotnta ka1 aopdneid pe 10 apxikod
oxhpa epoédou tou Infliximab, napatdBnkav yia 1 xpdvo pe dUo otdxous: 1) va ekupnOei
10 16avIK6 xpovikd didotnpa nou anarteitan yia enavainyn tns Bpaneutikns aywyns népav
tou 3pnvou kai 2) va efeyxBei n pakpoxpdévia acdneia tou gappdkou.”* KaBopiobnke
6u 10 16avikd xpovikd didotnua yia va diatnpnbei 10 Bepancutkd anotéleopa petd anod
kGBe éyxuan givan o1 6 Bdopades. Luxvdtepn avemBUNTN evépyeia htav o1 NOTPWEES avw-
€pou avanveuoukou, evad napatnphBnkav avtiotoixa 1 kan 2 affepyikés avudpdoers.

To 2001 avakovwBnke pia aképn avoikth peétn pe tn xopnynon 3 woewv infliximab og
21 aoBeveis pe A.L. pe péon didpkea vooou ta 8,69 £n.” Ltous acbeveis autous petalu
v napapétpwv nou npocdiopioBnkav htav enions kar n angikévion pe MRL. O Babuods
andvinons otn Bepaneia enétpeye va tagivounBouv o1 acBeveis o€ 2 opddes . H opdda A
(n=15) anAvinoe 6papaukd kar dueca otn Bepaneia, evw n opdada B (n=3) enions anfvin-
og, annd Mydtepo Beapaukd. O1 aobeveis s opddas B eixav pakpotepn Hidpkeia vooou
(14,7 vs 7,75) kan ektetapévn aykUAwaon onovd. Lthans. Map’éio nou n andvinon tous htav
Myétepo dpapaukn kar autoi BonBnBnkav and tnv Bepansia pe tnv évvoia tns eAdtiwaons
Tou noévou kai pe BeAtiwon ths noidtntas zwns. Enopévws n npoxwpnpévn voaos dev Ba
npénel va anokAeiel anapaitnta Bepaneia pe infliximab.

Mapd v apxikn eEmpeukn andvinon 5 acBeveis unotponiacav kar petaly autwv unnpxav
3 o1 onoior énaoxav and A.L. ka1 vodo tou Crohn.. H avwtépw penétn £deite du o1 aoBeveis
anavtolv nodu kaid otnv Bepansuukn aywyn pe Smg/Kg 160 kivika 600 ka1 epyaotn-
plakd, ev emnpoobétws epavnke péow tns MRI 6u avaotpépovial peypovmdels BAdBes
npwipa and tnv 2n £ws tnv 4n eBdopada. Iows aoBeveis pe A.L. ka1 vooo tou Crohn Ba npé-
nel va Bepanguovian pe peyanUtepn ddan.

AkofoUBnaoav 2 SinAés wenés penétes. H pia didpkeas 4 unvav apopoloe tv xophynon
etanercept o€ 40 aoBeveis pe evepyd A.L, kar n aAAn Sidpkeias 3 pnvv th xophynon
infliximab og 70 aoBeveis pe evepyd A.L.

Znv opdda nou eAduBave Etanercept napatnpnBnke 80% BeAtiwon o 4 and us 5 eCeta-
oBeioes napapétpous nou anotedouoav tov NPwtapxikéd otoxo évavu 30% BeAtiwons otnv
opdda tou placebo. Aev BeAuwbnkav 2 dokipaaies kivnukdtntas s on. Ltadns (Schober
test, occiput to wall) iows Adyw nepioxwv oateonoinans atn on. Lthin e&artias pakpoxpod-
vias véoou (uéon didpkeia vooou 15 €n). And nAcupds avemBupntwv evepyeiwv napatn-
pnBnkav avudpdoers otn Béon twv evéoswy, No1pdEels avwt. avanveuoukou, S1Appoies Ka
kepananyies.

Ltn penén tou infliximab napatnpnBnke onpavukn BeAtiwon touddxiotov>50% otov bei-
ktn evepyotntas BASDAI ato 53% twv acBevav nou edduBavav Infliximab évavu 9% twv
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aoBevadv tou placebo. Anod tnv avdduon unoopddwv tns penétns Bpébnke du: 1)aoBeveis
ue au€npéves ouykevipwaels CRP atov opd BonBoUvial nepioodtepo and tnv Bepaneia kat
Ba npénel va npoupouvial. Map’'6Ao nou o1 auykevipwaels s CRP otov op6 dev oxetizo-
vial Kand pe tnv evepydtnta tns véoou, enipova upniés upés CRP oxetizovian pe xepotepn
npoyvwon s A.L. 2)To Infliximab gaivetan va eivan anotedeopaukéd avedptnta and 1o
BaBuo6 onovdurikhs BAABNs ka1 aykudwaons otous acbeveis pe A.L. (Oxi Miydtepo 6penos
oe aoBeveis pe uynidtepo BASRI). Luxvotepes avemOupntes evépyeies htav o1 NopmEes
avwt. avanveuoukoU (35%), evw 3 acbeveis napouciaoav coBapés aveme. evépyeies (TB,
Aeukonevia ,Bpoyxiokevipikh anepyikh KokKiwpdtwon) kar anesupOnoav s pedétns.
NapdAnda pe v anotefeopaukdnta tou Infliximab ous avwiépw kvikés penétes enéy-
xOnkav ka1 o1 BroAoyikés dpdoers tns avu-TNFa Bepaneias 1)ous Kuttapokives tou opoU,™
ka1 2)atov apBpiké upéva.”” MapatnpnOnke taxeia ko napatetapévn av§non twv TH1 kut-
tapokivav (IFNy ka1 IL-2) otov op6, evw otov apBpikd upéva napatnpnBnke endtiwon tou
naxous tou apBpikou upéva, onpavukn endtiwon twv CD55+ upevokuttdpwy, Kar eRdTIw-
on s ayyeiwons kot s ékppaons twv VCAMI.

Bepancuukoi atoxol Kupior otoxor atn Bepanesia twv aoBevav pe A.L. 1600 pe Infliximab
600 ka1 pe thv Etanercept npénel va ival BpaxunpoBeopa n kataotonh ts GAsypovins otn
on. ZTAn ka1 nopévms tou Névou kai tns duokapyias, kar pakponpdBeopa n npdAnyn tns
aykudwons.

EmAoyn aoBevawv And tnv avaduon twv pefetwv gaivetal 6u unoyniol yia avu-TNFa
Bepaneia sivan kat'apxnv acOeveis atous onoious dev éxel oupBei aykUAwaon tns Inovduni-
knhs othins Ko Této101 ivar ekeivol e NPwipn vooo h pikpdtepn Hidpkeia vooou, 2) ekeivor
e uynAdtepes upés CRP otov opd. 3)Ynoyngior yia Bepaneia ivan enions exeivol nou e
Bdon tous duapeveis npoyvwaukous napdyovies tou Amor nAnpoUv Tpeis toudxiotov anoé
tous 7 npotaBévies napdyovies atnv évapn tns vooou h éxouv npooBoAn tou 10xiou

To yeyovos 6u kai acbeveis pe npoxwpnpévn vooo anaviolv otn Bepaneia kar BeAuwvetam
0 N6VOoS Tous Kai n noidtnta zwns tous onyaivel 6u dev Ba npénel va anokAgiovian auths.
H emnoyn twv aoBevav wv unoyn@iwv yia avu-TNFa Bepangia Oa npénel va yivetan npo-
oekukd pe Bdon kfvikd, epyactnpiakd, akuvonoyikd kpithpia, Sidpkeia véoou, duapeveis
npoyvwaukous deiktes kan Kupiws pe tv kpion tou Bepdnovios 1atpou.
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ANTIAPALTIKEL APOPITIAEX

Anpntpios Bacionounos

MaBoAdyos - Peupatoddyos, Noookopeio "Eppikos Ntuvdv”
“ Emoatnpovikés Euvepydtns B Mavematnpiakns MaBoAoyikns KAwikns,
. Innokpdreio Noookopeio - Abhva

H avubpaoukn apbpiuda (reactive arthritis/ReA) anotenei pia pop@n @Asypovwdous
apBpiudas nou nepidapBaveranr otnv eupUtepn opdda twv onovéufoapBpitidwy
(Spondyloarthropathies/SpA), 6nws autés opizovtai pe Baon &ieBvds avayvwpiopéva kpi-
wpia™?, Mpoéogates penétes éxouv katadei€er 6u o1 onovdunoapOpiudes anotedouv pia
and us ouxvotepes eAeypovwders apBpiudes pe ouxvotnta nou pOAvel ews ka1 10 2 % U
yevikou nAnBuapoU®.

Ztn napouciaon auth Ba avaduBoulv ta vedtepa dedopéva nou apopolv tn naboyéveon,
kfvikh €ikéva, puaikh nopeia,, didyvwon ka1 Bepaneia tns avudpacukns apbpiudas.

OPIXMOX

Mapd v unapén diebvms anodektmv dayvwoukmv kpitnpiwv yia us onovounoapOpiu-
oes'™?, avtigtoixa kpithpia dev éxouv Gapopwdei yia us avudpacukés apBpiudes”.
Ave€dptnta ané tnv anoucia anodektwv kpitnpiwv Hidyvwaons h tafivopunons, o1 NEPIOo-
1€p01 €pEUVNTES® oUPPWVOUY atnv UNapén CUYKEKPIMEVWV KAVIKMV KOl EpYaoTNPIaKmY
XapakmnpIoukwv nou BonBolv atn didyvwon twv avudpacukmv apbprtidwy:

Mivakas 2. MikpoBiakés Aoipcdéers nou uvbéovian
pe tv avdnwén avudpacukns apBpfudas

OYPOINOIOTENNHTIKO
* Chlamydia trachomatis

FALTPENTEPIKO

Salmonella species (S. Enteriditis, S. Typhimurium)

e Yersinia sp. (Y. enterocolitica, Y. pseudotuberculosis)
* Campylobacter fetus jejuni
[ ]
[}

Shigella flexneri
Clostridium difficile
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* H avubpaoukn apbpiuda anotedsi pia donntn @Aeydovmdn nepipepikn apbpiuda
(ouvnBuws acoupetpikh ofiyoapBpiuda pe npoaBonn twv kdtw dkpwv) nou akoloubei
lofuwEn tns ouponoloyevvnuikhs 060U N Tou yaotpeviepikoU ownnva.

o Ta pikpdBia nou éxouv evoxonoinBei yia tnv avantén avudpaoukhs apBpiudas aneiko-
vizovtan oto nivaka 1.

* H avanwén avudpaoukns apBpiudas dev npéner va Eenepvd us 4-6 eBoopades and tn
nponynBeioa Aoipwén

KAINIKH EIKONA

To pdopa twv kAvikav ekdbnAmoewv ts avudpacukns apbpiudas nepitapBaver apOpikés
kan e§wapOpikés ekdbnAwaers.

APOPIKEX EKAHNQXELEX

H kAacokn popen apBpiudas oe acbeveis pe avudpaoukn apbpiuda, givar pia ofgia aoou-
petpikn onyoapBpiuda twv apBpdoswy twv Katw akpwv (yovata, nodokvnpikes, dkpou
nodos) pe xapakwnpioukd €viovo oidnua twv npooBeBAnpévwv apBpmoewv?. MpoaBoh
wwv 1gpoflayoviwv h/kar tns onovounikhs othAns pe kvikh gikdva aykunonointkAs onov-
dunoapBpiudas, napatnpeital ato 15-25 % twv acbevav pe avudpaoukn apBpiuda®. Mia
ooBapdtepn nopeia tns véoou pe Bapiés apBpikés BAaBes ko noAuapBpikn npoaBonn éxel
nepiypagei o aobeveis pe HIV Aoipwgn™.

EZQAPOPIKEY EKAHAQIELX

H napoucia ewapBpikmv ekdnAwoewv €ival xapaktnpioukn kar BonBd onpavukd otnv

&idyvwon v avudpaocukwv apbpitidbwv. Ze autés nepinapBdavoviar:

 EvBeoondBeia (evBeoiuba): Xapakinpioukn gAeypovn ous mePIoxés NpdaPuUONs Twv

tevoviwy, ouvdéapwv h ts apBpikns kdyas oto unokeipevo ootouv. Idiaitepa xapaktnpi-

oukn gival n npooBonn twv daktunwv twv dvw h kdtw dkpwv e cuvodd anfavtoedhn H16-

ykwon (dactylitis/sausage digit). Aaktuiuda napatnpeitar nepinou 010 30% twv acbevav

e avudpaoukn apbpiuda afnd n eypdvion s xapaknpizetar and uynih edikoétnta o€

ouykpion pe aou twnou apBpiudes®. Addes ekdnAmoes nepilauBavouv tn napouaia

névou otn nepioxn twv nedpdtwv h ou Axidigiou tévovta.

¢ BiidBes 6¢ppatos-BAevvoybvwv: O1 BAdBes autés napatnpoUvtar oto 10-40 % twv aobe-

vav Ko gival apketd €161kés yia t didyvwon tns avudpaoukns apOpiudas:

- [Tupoeidns Badavituba (Balanitis circinata): Avwduva éikn otn nepioxn tns BaAdvou tou
Néous WE Xxapaktnpioukd 6pio anod tov uyih BAevvoydvo. O1 BAdBes autés ouvhBws
napatnpouvial os acBeveis pe avudpacukn apbBpiuda nou akodoubei Aoipwén tou
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YOOTPEVIEPIKOU.

- EAkn otopaukns koiAdtntas: LuvhBuws ival kar autd avaduva kar pnopei va draguyouv
s NPogoxns tou acBevous.

- Brevvoppoikn kepatobeppia (Keratoderma blennorrhagica): Asppaukés BaBes nou
evtonizovial o€ nandpes kot néApata pe t Popeh GAUKTAIVAOV v ouvnBws ouvodel-
ovtal and duotpoikés BAGBEs twv vuximv kar coBapodtepn nopeia tns vooou®,

* OgBannkés BdBes: H emnepukiuda anotenei pa npdipn ekdnAwon ths véoou kar gival
ouvhBws autonepiopizépevn. H xapakinpioukn tpidda tns emnepukiudas, apBpiudas kan
oupnBpiudas neprypd@nke yia npadn gopd and tov Hans Reiter 1o 1916 (oUvdpopo Reiter)
av Ka1 n ouvinap&n Kar wwv IV autwv khivikav ekdnimaogwy givar acuvhBns. Zto 15 %
wv aoBevav pe xpdévia vooo napatnpeitar 1pidokukAiuda nou n kvikh tns BapUtnta Hev
oupBadizer navrote pe th Bapunta wwv apBpikadv ekdnnwaogwv®.
* [aotpeviepikés ekdbniwogs: H eupdvion diappoikol cuvdpopou oto xpovikd Hidotnpa
wwv 4-6 eBdopddwv npiv ano tnv ekdbndwon tns apBpiudas anotefei Pépos tou ocuvdpooU
tns avudpacukns apBpiudas. Ta ouxvotepa pikpoBiakd aita nou ouvdéovtar pe v avd-
nwén apBpiudas aneikovizovian otov nivaka 1. To diappoikd auvdpopo sivan autonepio-
p1zOpEvo v Paivetal va Siapkei nePIoootepo o€ aobeveis nou avantiooouv oth CUVEXEID
avudpaoukn apBpiuda™.

* Quponoloyevvnukés ekdbnimoers: O1 ekdnAcaoels and 10 OUPONOIOYEVWNTKO Naipvouv

ouvhBws tn popen oupnBpiudas (noAnés Popés acupntwpatkn). Znavidtepa, UNopei va

eppaviotei npootatiuda (avopes) h koAniuda/canniyyruda (yuvaikes). To mo ouxvé pikpo-

Biaké afuo nou ouvdéetan pe apBpikés exdnAdoers eivar n AoipwEn and Chlamydia

trachomatis.

EPTALTHPIAKA EYPHMATA

H eppdvion eispovadous ofiyoapBpiudas (kupiws twv Katw dkpwv) anotedsi tia anod us
ouxvOtepes arties eniokeyns aaBevav o€ peupatodyous kat naBondyous™. H emioyn tns
apxikns epyaotnpiakns diepelvnons o€ ouvbuaopod pe ta kvika euphpata Bonba onpa-
vukd otn Hidyvwon tns avudpacukns apBpiudas kar otov anokAgiopd dAnwv artiwv eAey-
Hovadous apbpiudas.

Ta eupnpata and us ouvhBeis epyactnpiakés eetdaers (yevikn aipatos, TKE, CRP) kar thv
avdiuon tou apBpikou uypou, gival pn e1d1kd ka1 cuvhBws eAdxiota BonBnukd yia th H16-
yvwon tns avudpacukns apBpiudas.

H tautonoinon tou akpiBous pikpoBiakoU artiou nou euBlvetan yia tn nponynBeioa Aoi-
HwEN TOU OUPOMOIOYEVVNTIKOU N YaOTPEVIEPIKOU OUCTAKATOS, €Xel diayvwaoukh, Npoyvw-
oukh ka1 mBavas kar Bepaneutkh onpacia™. H euaiaBnaia, eidikétnta kar kupiws n mba-
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votnta Unapéns tns vooou og aoBeveis e Bsukd anotedéopata twv XpNOIUONOIOUUEVWY
drayvwoukdv peBddwv (post-test probability) nokindouv anpavukd evd dev undpxer opo-
@wvia y1a th xphon tous o€ aoBeveis pe avudpaoukés apBpiudes. Ltov nivaka 2, angikovi-
zovtai 01 Sayvwoukés péBodor nou xpnarponorotviar yia tn Hidyvwon AoipwEewv anod ta
mo ouxvd pikpoBiakd afuia nou ouvdéovian pe tnv avdntuén avudpaoukns apBpiudas.

Mpoéogata o1 Sieper ka1 cuv. napoudiacav évav afyopiBuo yia tn didyvwon avudpacukwv
apOpitidwv petd and Aopwéers pe Chlamydia, Salmonella kan Yersinia™. Xtov adyépiBuo
autd oupnepilapBavetar kar o éAeyxos yia HLA-B27 nou gaivetan va enauédver th Beukn
drayvwoukn agia wwv oponoyikmv kar aAdwv diayvwoukav eggtdoewv (BA. Mivaka 3).

lNaBoyéveon

H avanwén avudpaoukns apBpiudas anotedsi 10 xapaknpioukd napddeypa pias avooo-
oyikhs avtidpaaons tou Eevioth e 1o avanoyo yeveukd undotpwpa évavu AoipwEewv and
ouykekpipévous pikpoBiakous napdyovies. Mia ogipd and 6edopéva nou npogkuyav anod
npéo@ates penétes Seixvouv T oNPACia AUtV Twv Napayoviwy (yeveukd undotpwua tou
Eeviotn, avogonoyikh andvinon tou §eviotn, xapakinpioukés 1010tntes pikpoBiwvy) otnv
naBoyéveia tns avudpaoukns apOpiudas.

leveuxd unéotpwya Eeviotin

Mapou o pdnos tou HLA B27 otn naBoyévela twv onovéunoapOpitidwv eivar yvwotds and
30¢tias, o1 akpiBeis naBoyeveukoi pnxaviopoi nou cupBaniouv otnv au€npévn ouxvotnta
gupavions avudpaoukns apBpiudas o€ dropa nou sivar HLA B27 Bsukd bev éxouv dieukpi-

ABnva, 27-30 NogpBpiou 2002 e MPAKTIKA XVII MANEAAHNIOY XYNEAPIOY PEYMATOAOITAL

viotei™.  Eménpionoyikés penétes deixvouv ou 40-80 % twv acBevav pe avudpaoukés
apOpiudes givar HLA B27 (+) unodniwvovtas tov onpavukéd adid éx1 anokigioukd pono
autoU tou popiou otn naBoyéveon autav twv apbpitidwv?,

Mivakas 3. Aiayvwoukh npooéyyion acBevav pe avadpacukn apOpiuda

Mivakas 2. Epyaotnpiakn Hidyvwon avudpacukdv apBpindwv

MIKPOOPIANIZMOZ ANTIZQMATA  KAAAIEPTEIA PCR

Chlamydia trachomatis  1gG+IgA/IgM*  OuUpwv - Asiypa oUpwv/
gmxpiopatos
- ApBp1ko6 uypo**
Salmonella sp. IgG+IgA/IgM* Konpavwv OXI
Yersinia sp. IgG+IgA/IgM*  Konpdvawv OXI
Campylobacter sp. IgG+IgA/IgM* Konpavwv OXI

* > Titdos avuiowudiwy = 2 S.D. (otaBepés anokAioels) and to yeviké ninBuouo
** H euaioBnaia kai eibikotnta tns pedébou bev éxer kaBopiobei
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Kfivikn e1kéva oupBatn pe
avudpaocukn apBpiuda

A. Chlamydia trachomatis
Iotopiké oupntwpaukhs Anouaia 10topikou
oupnBpiubdas/kofiudas oupnBpiudas/konniudas

Oponoyikés Avixveuon Oponoyikés Avixveuon PCR (+)
dokipaaies (+) ota oupa bokipaoies (+) ot oupa  apbp. ypou
(77%) (93%) (31%) (63%) (72%)

|

HLA-B27 (+) HLA-B27 (+)

(60%) (85%)
B. Salmonella/Yersinia sp. l
Iotopiké oupntwpaukhs Anouaia 10topikoU
yaotpeviepiudas yaotpeviepiudas

Oponoyikés dokipaoies (+)

(56%)
Oponoyikés B¢eukh kanfiépyeia
dokipaaies (+) konpdvwv
(80%) (68%) HLA-B27 (+)
(80%)
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H emkpatéotepn naboyeveukn Bewpia (arthritogenic peptide theory) npoteivel 6u ouyke-
kpigévor unéwnor tou HLA B27 (kupiws HLA-B*2702 ka HLA-B*2705) napouaidzouv
apBprtoyova nentidia pikpoopyaviouwv o€ €161kd T Aeppokuttapa (kupiws CD8), npoka-
Awvtas pia éviovn avogoroyikn andvinon nou odnyei otnv avanwén apBpikwv kar ew-
apBpikawv ekdnAwoewv™. O1 apBprtoydvor autoi avuyovikoi enitonor éxouv xaptoypagn-
Bei npdopata yia opiopévous anod tous uneuBuvous pikpoopyaviopous (n.x. Chlamydia
trachomatis)™.

Ave€dptnta and 1o péno tou HLA-B27 ws avuyovonapouciacukou popiou, pia og1pd anod
véa bedopéva, Exouv emkevipwOei ota 1d1aitepa dopika xapaknpIouka autou tou popiou.
Luykekpipéva, éxel Bpebei 6u to HLA-B27 pépio pnopei va naipvel tn poppn etepodipepous,
opodipepoUs N akdpn ka1 va ekppazetal o€ anoucia tou popiou tns B2-pikpoo@aipivns
otnv em@aveia twv kuttdpwv tou Eevioth™. O1 " napanfaypéves” autés pop@és tou HLA B27
mBavas va €xouv avoooyoves 1610Tntes Npokanwvas v avooonoyikh andvinon tou evi-
oth péow ed1kcv CD4 kan CD8 T Aeppokuttdpwvi™?. Mpdogata in vitro nepdpata éxouv
o¢iter 6u €kBeon oe Chlamydia trachomatis 0dnyei o€ evepyonoinon kuttapotofikcv CD8 T
ep@okuttapwv nou avayvwpizouv 1o HLA B27 pép1o™. H anmAeia s avocoavoxns éva-
vu €v6s 16iou avuydvou énws to HLA B27 petd anéd pa pikpoBiakn Aoipwén anotedsi pa
evbia@épouca npocéyyion otnv Katavonon tou pnxaviopou avanténs avudpacukwy
apOpitidbwv.

MikpoBiakds napdyovias

O1 pikpoBiakoi napdyovies nou guBlivoviar yia v avdntwén avudpacukwv apBpitidwv,
€xouv opiopéva Kovd xapaktnpioukd: v kavétnta va emBicvouv yia peydno xpoviké
&idotnpa evbokuttdpia, va draBérouv MnonoAucakxapites (LPS) otnv e§wtepikh tous pep-
Bpdvn ka1 tnv 1Kavotntd tous va npokanouv Aoipwén apxikd twv BAevvoydvwv (ouponor-
oyevvnukoU/yaotpeviepikoU)™.  Me tv xpnoigonoinon €uaioBntwv TeEXVIK@Y, YEVEUKO
unik6 (DNA/RNA) h avuyéva twv uneuBuvawv pkpoBinv éxouv Bpebei otov apBpikéd upéva
aoBevav pe avudpaoukés apBpiudes™®. H petagopd twv Baktnpiwv ous apBpwoels yive-
n gite aneuBeias péow s aipatoyevous odou (Chlamydia trachomatis) €ite péow ponu-
opévwv povokuttdpwv/pakpo@dywv (Yersinia sp, Shigella sp.)™. H avoconoyikn andvin-
on tou evioth, kupiws péow adikwv CD4 ka1 CD8 T Aepgokuttdpwy, eubuvetal yia thv
avantwén oteias h xpovias eieypovwdous apBpiudas.

0O kprukoés ponos wwv T Aeppokuttdpwv otn naboyévela tns avudpacukns apOpiudas éxel
emBeBaiwOei pe tnv avelpeon ekntuypévov klmvwv CD4 kar CD8 T Agppokuttdpwv oto
apBpik6 uypd ka1 nEPIPEPIKG aipa aobevav pe avudpaoukés apOpiudesH.
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Quaikn nopéeia - [poyvwotikoi napdyovies

H yvwon tns puaikhs 1otopias kaBws ka1 tv KAIVIKOEPYAoTNPIaK@Y Napaydviwy Nou oxe-
tizovian pe ooBapdtepn nopeia tns vooou sivar anoAUtws avaykaia yia 1o oxediaoud kai
afiondynon v Bepansuukwv napepBdocwv. H anoucia capav kpitnpicv aglondynans
ka1 tagivopnons wwv avudpacukmv apBprtidwy éxel odnyhoer oe nepiopiopévo ap1Bud
Hakpoxpoviwv pefetav otn Hiebvih BiBioypagia nou va napéxouv aidmota dedopéva.
Itn povadikh £ws twpa pakpoxpovia pefémn napakodoubnans (> 10 xpdvia) acbevv pe
onovbuioapBpondbeies, o1 Amor ka1 ouv."™ éxouv avadeifer tous akdioubous 7 npoyvw-
ouKkoUs NaPAYOVIES WS TOUS NAEOV aNpavVTKOUS:

* ApBpiuda tou 10xiou

¢ TKE > 30 mm/h

* Mn avtanoékpion o€ pn-otepivogidn avupAeypovmdn

* Mawpévn Kivnukétnta OMEL

¢ Adfaviogidns d1dykwon daktidwv dvw h Katw akpwv

¢ OfhiyoapBpiuda

* Evapén < 16 xp.

Mpéne va toviobei 6u n penétn auth oupnepiénaBe aoBeveis pe noikiia onovdunoapBpo-
naBsiwv, onodte ouykekpipéva oupnepdopata yia us avudpacukés apBpiudes dev pnopolv
va yivouv pe Bdon pévo auth tn pedén.

Mpoonukés penétes aoBevav pe ouykekpipéves pkpoBiakés NopmEels mou ouvdEoviar pe
v avdnwén avudpacukav apbprtidwv® éxouv dmoel apketd otoixeia yia T QUOIKA
nopeia twv apBpikadv ekdnAmoewv ko divouv éupacn oto Npwtapxiké poAo tou HIkpo-
BiakoU napdyovia atn pakpoOXpovn nopeia s vooou.

H avudpaocukh apBpiuda nou npokadeitar ané nponyoUpevn Aoipwén tou ouponoinukoU
and Chlamydia trachomatis ouvdéetan pe ouxvés unotponés (~ 40 %) evw n petdntwon os
xpovia apBpiuda eivar mo ondvia (~16%)°.

Itn peyanUtepn €ws whpa pakpoxpovia penétn 63 aobevav pe ofgia apbpiuda petd and
noipwén tou yaotpeviepikou and Salmonella, 22 % sppavicav unotpomazouaca apBpiuda
evad nepinou 16 % peténecav og xpovia apbpiuda™. Mapodpoia anotenéopata éxouv ava-
@epbei oe avudpaoukés apBpiudes nou éxouv npokAnbei and Shigella sp. (18 % unotpo-
nés, 18 % xpévia apBpiuda)®.

AvtifBeta, n npdyvwon wwv acBevav petd and Aoipwén pe Yersinia givar noAu kandtepn pe
poms ~ 5 % wwv aoBevav va avantiooer unotpomadzouoa apBpiuda kar 2 % twv acBevav
va petanintel o€ xpévia apBpiuda®. Makpoxpovia dedopéva and acbeveis pe AopmEes
ané Campylobacter dev undpxouv otn BiBoypagia, av kar pia npéogpatn penétn 45 aoBe-
vav pe apBpiuda €6eie ta nma nopeia™.
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Zuvoflikd, ta nepropiopéva autd debopéva deixvouv pia coBapdtepn nopeia pe GUXVES uno-
tponés o aoBeveis e avudpaoukn apBpiuda petd and Ao1pdEers tou ouponoloyevvnukou.
0 pdnos tou HLA B27 ws duopevoUs npoyvwoukoU napdyovia otn nopeia twv avudpaocu-
kv apBprtidwv éxel npotabei and opiopévous epeuvniés™ annd ta anoteféopata autd
bev éxouv emBeBawOei.

Ocpancia

H emoyn tns Bepansuukhs aywyns oe acBeveis pe avudpaoukés apBpiudes npéner va Aay-
Bdaver undyn tn oxeukd kadn nPéyvwon autdv twv acBevav kal thv pikph mbavétnta
EUPAVIONS KaTaoTpoPIK®v apBpikmv BAaBamvi?.

Kata tv ofgia gpdon tns vooou, SUUNWUATKN aywyn pe pn-otepivogidn avu@eypovwon
n/kan evdapOpikés eyxUoels KOPTKOOTEPOEIDWY apKOUV yia Tov €NeyX0 tns vooou. Le avOe-
KUKES NEPINTAOEIS, XOPNYNON KOPTKOOTEPOEIOWY and 10 OTOUa UNopEi va Kataotel ava-
yKaia.

0 pdios wwv avuBioukmv oe acbeveis pe ofeia avudpacukn apbpiuda éxer anotenéoel 1o
OVUKEIYEVO eKTETAPEVNS ouzNTNONS. LN NAIOYnQia TV NEPINTWOEWY KATd T XPOVIKA
ouyun idyvwons tns apBpiudas, ta cupnt@yata anod t yeveaioupyod pikpoBiakn Aoipwén
éxouv ndn eGaavioBei ka1 n didyvwon tibetn cuvnBws pe oponoyikés dokipaoies. Ius
NEPINTWOEIS AUTES N xophynon twv avuBioukwv dev anookonei atnv ekpizwon s Aoipw-
&ns aAd otnv mBavh avoootpononoinukh tous dpdon.

Na aoBeveis pe avudpacukn apBpiuda nou ogeifetar o NoIPMEES ToU yaoTpeviepikoU, pia
ogipd and twxaionoinpéves penétes éxouv bei€er 6u n xopnynon avuBloukwv (Kupiws
Ciprofloxacin) y1a xpoviké Sidotnpa éws kat 3 pnvav 6gv ouvodeugtal anod kfvikn Bentio-
o-n[23-25].

Ta 6edopéva yia aoBeveis pe Noipwén tou ouponotoyevvnukou and Chlamydia trachomatis
kan avudpaoukn apBpiuda eivar apgideydpeva. AUo penétes aus apxés tns dekaetias tou
'90, ¢6e1€av pa euvoikn aviandkpion acBevav petd and Bepancia pe tetpakukfives™” eva
wia npoéopatn penétn and tous Sieper kal ouv. pe pkpd ap1Buéd acBevav (n=13) napeixe
k@nola evBappuvuka anoteéopata™.

Mia npéo@atn noAdukevipikn naveupwnaikn pefétn 155 aoBevav pe ofeia avudpaoukn
apBpiuda nou wxaiononBnkav oe Bepaneia pe aziBpopukivn h placebo yia 3 pnves, dev
¢6e1Ee unepoxn s avubioukns Bepaneias aveEdptnta and to idos tns nponynbeioas Aoi-
HwENs™.

Na aoBeveis pe avudpaoukn apbpiuda nou akofouBolv pia xpévia nopeia, n avuBioukn
aywyn dev paivetar va éxel kappid 6éon™3". O pdios twv avoootpononoinukdv Bepanel-
wv o€ xpovia avudpaoukh apBpiuda éxer pedetnBei pdvo yia tn counpazanazivn (SSZ). Le
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Wia wxaionoinpévn penémn 154 aoBevav pe avudpaoukn apBpiuda, BeAtiwon oto téfos
s aywyns napatnphBnke oto 60 % twv aobevav nou énaBav SSZ oe ouykpion e to 48
% twv acbevav nou nhpav placebo™. Mia napdpoia peétn and tnv Eupann, dev édeike
onpavukh ungpoxh tns SZZ%,

Ta evBappuvukd anotenéopata pe t xphon twv avu-TNF Bepangidv og aobeveis pe ayku-
Aonoinukh anovéunoapBpiuda, undoxovian 6u napduoles Bepaneies pnopei va anoder-
xBouv xphaopes o aoBeveis pe avBekukés popPés avudpaoukns apbpiudas.
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Y WQOPIALIKH APOPITIAA

Npddpopos L1bnponouios

Peupatodoyikn kiivikn, 1o eviké Nogokopeio ©saoanovikns

FENIKA

Av ka1 n ouoxéuon tns Ywpiaons pe apBpiuda avaépetan otnv BiBAioypagpia and tous
Bazin ka1 Bourdillon 1o 1860, o opiouds tns ywpiaoikhs apBpiudas (WA), ta kprthpia id-
yvwons ka1 katdtagns ouvexizouv va ivan und apgioBhtnon péxpr onpepa. Gaivetar 6u o
kAaooikds opiopos s WA ws tns gAeypovmdous apBpiudas nou oxetizetan pe ywpiaon
givan avenapkns.

Na np@tn Popd 1o 1964 éyivav anodektd and tnv American Rheumatism Association kpi-
tpia katdtagns. To 1973 npotdBnke and tous Moll ka1 Wright n kfivika katdtagn twv
aoBevav o€ 5 opddes, n onoia av kai pPavizel avendpkeies xpnaiyonoieital ouxva. Magov
Xpnao1pos atnv KAIVIKA NPakukn €ival o S1axwpiopos o€ 3 Povo ouddes: 1) nepipepikn povo-
ofiyoapBpiuda tou twnou tns avudpacukns apbpiudas 2) cuppetpikh noAuapBpiuda
Opora tns peupatosidols apOpiudas (PA) 3) afovikn npooBonn pe N xwpis nePIPePIKN
apBpiuda™. Onws yivetan pavepd and tnv katdtagn auth, NPOKEItal yia pia etepoyevih vooo,
pe xapakwnpioukd dAdote onovbunapBpiudas, oe pepikEs mepINtMOEs PEUPATOEIBOUS
apBpiudas ka1 Aos and eupnpata ondviwv apBpiudwv dnws n akpwinpiacukn apbpiu-
6a.

Xapaknpioukd tns WA nou odhynoav atnv tafivopnon tns otnv opdda twv opoapvnukwv
onovounapBpiudwv eivar: n cuxvh anouaia peupatogidoUs napdyovia, N NAPOUGia cuxva
onovbuiapBpiudas (€ws ka1 50%), n onoia cuxvd oxetizetar (43%) e 1o avuyévo HLA-B27
ka1 téfos, n ouxvh napoucia §wapOpikwv ekdnAmoewv Nou xapaktnpizouv us anovou-
AapBpiudes (baktwniuda, evBeoiuda, 1pidokukiiuda). Qotdoo sivar Huokono va anodextei
kaveis tnv unapén pias 1kavonoinukns, kovhs naBogpuaiofoyikhs Bewpnaons nou va opa-
bonoiei ka1 va diapoponoiei us opoapvnukés anovounapBpiudes. Mpdopates penétes twv
McGonagle ka1 ouvepyatav pe thv xphon payvnukou topoypdgou, 0dhynoav oto oupné-
pacpa 6u n mbavh koivh naBogualonoyikn e§epyacia, avtibeta and v peupatoeidn
apBpiuda, evionizetan ektds tou apbpikoU upéva kan €161Kd otnv nePIoxn tns evBéoews?.
Kon auth 6pws n Bswpia, 6u npodkeitar ouaiaoukd yia gpAeypovmdn evbeoiuda kan deute-
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ponabn upeviuda, dev e€nyei enapkds 1o oUvono twv PAgyHovwdmY Ka1 avooIaKwv eupn-
patwv s upeviudas.

BéBana apketés ivar o1 opoidtntes tns opados pe nouBapBpiuda pe tnv PA kai tibetar 1o
gpwINUa €dv npokeral yia Eexwpioth vooonoyikn ovidtnta h yia anAn cuvunapén twv 2
nabhoewv. Autd Ba htav mBavo dedopévou du 1600 n peupatosidins apBpiuda 6o kar n
Ywpiaon givar ouxvd voonpata kar givar mBavh n ouvunapéh tous.

Inpavuka opws sival ta 1daitepa kvikd, eménpionoyikd, yeveukd kar akuvopopporoy-
k& xapaktnpiouka, nou diaxwpizouv cagms tnv WA and v PA kar tnv emBeBaicovouv ws
auUTOVOMN VOOO. LE UTO CUHPWVET Kal TO Yeyovos 6u n guxvdtnta tns sival peyanUtepn anod
v avapevopevn ouxvétnta tns twxaias cuvinapéns apOpiudas pe ywpiaon.

Aev undpxouv kovd anodektd kpithpia didyvwans kat katdtagns, yvwoths euaiobnaias kai
e1b1kotntas, ka1 autd dnpoupyei nepropiopoUs ous Kvikés Kar emonpiooyikés penétes”.
Me otéxo thv dnpioupyia kan a§loddynon afidmotwv diayvwoukwv kpitnpiwv s WA eivan
oe €€MEn ounnoyikh noAukevipikh npoonddeia (emkeanns Dr.Philip Helliwell, University
of Leeds).

ENIAHMIOAOITA

H ouxvdtnta tns ywpiaons ka1 s WA diagépe avanoya tou e€gtazépevou ninBuopol Kan
v Kprtnpiwv Bdon twv onoiwv tibetal n didyvwon s apBpiudas. Meyanltepn napou-
aidizetan n guxvotnta s Ywpiaons otnv Bopeia Pwaia ka1 divilavdia, dnou éxel avapepOei
emnonaopos oto 5-10% tou nAnBuaopou. Lnv leppavia, OAAavdia ka1 HMA BpéBnke em-
nofaopés 2-3% ka1 téfos xapunAdtepos (0-0,3%) BpéBnke otous Ivbidvous tns Bopeiou kat
votiou Apepikns. Ixeukd pe v WA o emnofacuds ts vooou o€ emdnponoyikés Penétes
otwnv Zoundia ka1 ta vnoid Faroe npoabdiopiotnke oto 0,02-0,05%, evw o1 Moll kan Wright
ue elaoukotepa kpitnpia Bphkav emnofaoud 0,1%. Mpdogatn pefén wwv Shbeeb kan
ouvepyatwv £dg1&e 6 6,25% twv aoBevav pe ywpiaon Ba avantu§ouv WA, evid n auxvo-
tta s WA npoodiopiotnke og 6.59/100,000 (95%CI 4.99,8.19)".

MASGOTENEIA

Av ka1 n akpiBns naBoyéveia tns WA bev sivan yvwoth, yeveukoi, nepiBanfovukoi, avoaia-
koi ka1 ayyeiakoi napdyovies kaBopizouv tnv npodidBeon yia eppdvion kan diathpnaon tns.

[ENETIKOI [TAPATONTEX

H ywpiaon ka1 n WA €ivan noduyovibiakés véool. H peétn tns kAnpovopikoétntas tns
Ywpiaons nepinAéketal kar and napdyovies onws atenns dieicduon (penetrance), noikifia
@avotumkh egaptwpevn and t @udo, tnv niikia ka1 nepiBafdovukous napdyovies. O
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kAaooikds 1ponos enéyxou tns yeveukns npodiabeons sivan o1 yeveukés penétes twv H150-
MWV Ka1 TV OIKOYEVEIWV. L€ pa and autés us penétes yia v ywpiaon, o dia Biou kivou-
vos avantuéns ywpiaons v kaveis,1 h ka1 o1 2 yoveis gixav Ywpiaon unonoyiotnke o€
0,04, 0,28 & 0,65 avtiotoixa. Mpdogata, pe v péBodo twv "microsatellite markes" evto-
niowkav yovidia tou cuothpatos MHC oxeuzopeva pe thv yopiaon®. H kupia cuoxéuon
agopd ato yovidio PSORS1 nou Bpioketan tedopepikd tou HLA-C, eved n ouaxéuon tou HLA-
Cw6 @aivetar va eivar deutepoyevihs Adyw “linkage disequilibrium” pe to yovibio PSORS1.
Opoiws n ouoxéuon twv HLA-B13, HLA-37, kan HLA-B57 €ivan deutepoyevins noyw “linkage
disequilibrium" pe 1o HLA-Cw6. Mapd ta avatépw euphpata, o emonpionoyikés penétes
@avnke 6u pévo 1 10% twwv HLA-Cwb popéwv Ba avantiéer ywpiaon, emBeBacvovtas
tov noAuyovidiaké xapaktnpa tns vooou.

Niyorepes eivar o1 penétes ts yovidiakns emBdpuvons tns WA. Tovidia nou éxouv ouoxeu-
ofei pe WA oe penétes (case control) noAupop@iopoU unoyn@iwv yovidiov, eivan ta HLA-
B13, B16(B38/39), B17(B57) ka1 Cwb. Ona ta napandvw éxouv cuoxeuaBei ka pe Ywpia-
on. E€annou éxel Bpebei ouoxéuon pe 1o yovibio HLA-B27 kar tnv opdda twv acBevav pe
WA kan iepoiayoviuda (43%), evay n cuoxéuon tou yovidiou autou pe npooBonh twv AOD
apBpwoewv (11%), pavepwvel 6u n ouoxéuon tou HLA-B27 bev epunveletan and andn
ouvunapén aykuionoinukns onovéunapBpiudas pe WA. Enions éxel Bpebei ouoxéuon tou
yovibiou HLA-B39 pe noduapBpikn npooBonn. H cuoxéuon enions cuppetpikns noAuap-
Bpikns npooBonns pe HLA-DR4 @avepcvel mBavh emkdnuyn pe yovidia oxeuzopeva e
peupatoeidn apBpiuda. H eikéva and ta unéoina yovidia t@éns IT tou MHC bev ivan Eeka-
Bapn.

Npoogata éxel Bpebei 6u 10 yovidio MICA (MHC class I chain related gene A, tautéonpo
tou PERB 11), nou Bpioketa kevipopepikd tou HLA-B, oxetizetan pe emnpdabetn npodidbe-
on gppavions WA. Eidikétepa o nodupop@iopds MICA-A9, oxetizetn pe tnv gupavion
apBpiudas ka1 6xi1 pe v eppdvion ywpiaons®. Ta adnnma B38, B39 ka1 B57 napouaidzouv
(linkage disequilibrium) pe to MICA-A9 ka1 6x1 pe 1o Cwe, kai yia tov Adyo autd n npodid-
Beon nou npoa®épouv eivar Heutepoyevis péow tou MICA-A9.

H Giepelivnon tou yeveukoU UNOOTPWHATOS TWV AUTOGVOOWV VOONHATWY OTPEPETAl OF
NePIOXES €kT0s Tou ouathpatos MHC. Epappoyn véwv texvikav (genome-wide scan), édel-
€e ouykévipwon mBavav unoynPiwv yovidiwv Nou OXETiZOVial PE AUTOAVOOA VOonuata,
petagu twv onoiwv kal ywpiaon, o 18 yovidiakés Béoels. MBavonoyeitar 6u diapopeukoi
yovidiakoi ouvbuacpoi odnyouv otous diapopeukoUs aivotinous twv voonpdtwv?.

[TEPIBAAAONTIKOI

‘Exouv evoxonoinBei pikpoBiakoi napdyovies kai paupatopoi. Adyw tns kivikns opoidtn-
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tas pe us avudpaoukés apBpiudes, kar tns enaywyns otayovoeidbous Yywpiaons os naidid
HET and otpentokokkikés Aolpméers, divel Baon yia epniokh pikpoBiakwv napaydéviwv otn
naBoyéveon tns WA. H16éa tns avudpaoukns apBpiudas o€ atpentokokous kai otapuid-
KOKKOUS ano us Ywpiaoikés nAdkes, 6nws kai o poos pikpoBiakdv avuyévwv nou dpouv
ws unepavuyova, dev éxel anodexBe. O1 paupauopoi ws ekdutkoi napdyovies WA, 10
ava@epdpevo ws ev 1w Babe pavopevo Koebner, éxouv evoxonoinBsi and thv unapén
apKetwV Kvikav nepintogwy. MBavos pnxaviopos Bewpeitar n anedsubépwon npwtei-
vav Beppikou otpes, h duvnukwv autoavuydvawy.

ANOZOAOIKA XAPAKTHPIZTIKA

Kevipikos €ivan o pdnos twv T-Aeppokuttdpwy (téoo twv CD4 doo kar twv CD8), pe napa-
ywyn Kuttapokivev Kupiws twnou 1 (Thl andvinon, nx wieppepdvn-y, wiepAeukivn-2).
Autd @aivetar and tnv cuoxéuon tns WA pe ta avaydva MHC, kar ané thv enaywyh ths
vooou o€ nepintwoels Aoipwns pe tov 16 HIV. Iotofoyikd Bpébnkav opoidtntes oto déppa
kan tov apBpikd upéva pe noddandacacpd/ evepyonoinon twv KEPATIVOKUTIAPWY Kal TwV
UMEVOKUTIAPWY avtiotoixa Kal ouykévipwon @ieypovwdmv kuttdpwv (T kal B- Agupokut-
Wpwv, Hakpo@dywv kar oudetepopUiwy). O ponos twv T-Aeppokuttdpwv anodeikvuetal
ka1 and v anotedeopaukdnta Bepangidv Nou ta otoxeUouv 6nws n kukioonopivn, n
npwteivn ONTAK (évawaon tou yovidiou tns IL-2 pe to€ivn) kar n npwteivn CTLA4Ig (avaoto-
néas ts ouvdiéyepons twv AEPPOKUTIAPWY) .

Kuttapokives nou aveupiokovtai ous deppaukés BAdaBes kan tov upéva eivan TNFa, IL-1a, IL-
1B, IL-6, IL-10 & IL-15. To €upnpa 6u otnv WA o Adyos TNFa/IL-10 eivan peyanUtepos and
6u ownv PA, bgixvel 6u mBavh avendpkeia tns IL-10 va evéxetan otnv nabeyévela s
vooou®,

KAINIKA XAPAKTHPIZTIKA

OMAAOIIOIHEH

O1 aoBeveis pe WA pnopouv va draxwpiotolv yia diayvwoukous kar Bepaneutikous oko-
nous, avanoya tns kMvikns tous eikdvas o€ 3 opddes. 1) Aabeveis pe nepipepikh Pévo h
ofliyoapBpiubda pe evBeoiuda, napopoia tns avudpacukns apbpiudas (ouxvotnta 30-50%).
2) Luppetpikh noAuapBpiuda tou twinou tns PA (ouxvétnta 30-50%). 3) Téos 5% twv
aoBeviv napouaidzouv npoe€apxouaa afovikh npooBonn (igpofayoviuda, onovbuniuda
h/kar apBpiuda 10xiwv ka1 dpwv) dpoia ths aykufonoinukhs onovbuiapBpiudas (AL), pe
h xwpis nepipepikn apOpiuda. BEBma o draxwpiopds dev ivan andAutos Kar uNapxouv en-
kaAuntopeva Xxapaktnpioukd, 6nws Oev eival ondvies o1 PETaNTwaoels aoBevav anod v pa
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opada otnv 4nn, pe eiikd anoténeopa ETEPOYEVA XAPAKTINPIOUKA pia PEKTAS apOpIKns
npooBonns. Xapaktnpioukd 6nws n npooBonh v AOD apBpwoewv (010 25%), n akpw-
npiacukh apBpiuda (oto 5%), n 1epofayoviuda (ato 35%) ka1 onovoudiuda (30%) eivan
buvatd va anavinBouv o€ 6noia anod us kAvikés opddes nou ava@épbnkav.

IXEZH ME WQPIAZH

Linv nAgloyngia v acBevav (75%) n ywpiaon nponyeital tns apbpiudas katd apketd
émn, evw nepinou ato 15% ep@avizoviar tautdxpova. Indvia otous evhnikes (15%) kan
ouxvotepa ata naidid n apBpiuda nponyeitan tns deppaukhs Ywpiaons. O1 nepioadepon
v aoBevmv €XOUv OIKOYEVEIOKO 10TOPIKO Ywpiaons. H Baputnta tns deppaukns vooou
bev @aivetan va oxetizetal pe tnv evepyotnta tns apBpiudas, pe povn €aipeon tnv 10xuph
ouoxéuon s npooBonns twv vuxiov pe apBpiuda twv AOD apbpaoswv.

KAINIKH EIKONA

H évap&n tns WA eivan ouvhBws unoteia kar oto 30% twv nepintmoewv eival ofgia. Ta yevi-
kG oupntpata cuvhBws anouaidzouv.

A. Mepipepikn apBpinba.

1) Mévo n omyoapBpiuda: anotedei tnv ouxvotepn apxikn kivikn ekdhAwon (2/3 twv
aoBevav), av Kar o1 piooi and tous acBeveis autous egeicoovial o€ ouppetpikh apBpiuda
6poia tns PA. Tumkh eikéva givar auth tns npooBonns peydiwv apBpwoewv Kupiws KAtw
dkpwv, pe ofyoapBpiuda EOD kan daktuiiuda xepiwv h nodicv. Le OpIoUEVES NEPINTWOES
nponyeital tpaupatopés kar npénel va yivel dapopikn didyvwon and petatpaupaukn
apBpiuda. Ltoixeia nou BonBouv otnv Hidyvwon eivan 10 Beukd oKoyeveIakd 10TOPIKO
ywpiaons, 1010p1kd otayovogidous Ywpiaons atnv nadikn niikia, npooekukn kivikh e&e-
taon nou anokanuntel pikpés, "Kpipéves” ywpiaoikés BAdBes h npooBoih twv ovixwv.
2) MoAuapBpikh popehn opoia tns PA. MpoaBanfovian pikpés ka peyanes apbpwaoers avw
ka1 Katw akpwv. Alapépel and v PA Adyw tns ouxvdtepns npooBonns twv AOD kai ths
TA0Ns Y10 00UKES ayKumaels.

3) Akpwtnpiacukn apBpiuda. Xapakwnpioukn av kai onavia (5%) BAdBn tns WA. Ogeine-
a1 oty ootedAuon v Pandyywv Kar PEtakapniov s akpas xeipds (onavidtepa twv avu-
otoixwv 0oty tou nodiou), npokandvas “tAeokomkd" ddktudo.

B. Afovikn npoaBonn (iepodayovitiba, onovéudinbda).

Eivan ouxvé acupntwpaukn kar npooBanel kan ta duo uAda. Znavia anotensi v Npoe-
Edpxouaa oupntwyatofoyia. Ta cupntpata (PAsypovaddns oopuadyia, diyn Bwpakikol
T01XWHatos) ivar duvatdv va ivar nma, napd tnv Unapén ektetapévwv akuvonoyikwv dia-
Bpwaoewv. Ieponayoviuda Bpioketa ouvorikd oto 1/3 wwv acbevav, givar ouvnBws aou-
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pntwpaukh ka1 acuppetpn. H onovbuiuda pnopei va Bpebei avetaptnta tns 1epofayoviu-
das, pnopei va npoaBdnel pe tuxaia evidmon to 6noio twnpa ts onovoufikns othins Kat
va dnpioupynoer aykuiwaogss. Zndvia n npooBoAn tns auxevikns poipas odnyei oe ata-
vioafovikd h unagovikd une€apOpnpa.

I. Addes exbnAdaoers. 1) Evbeaiuda kupiws tou AxiAleiou tévovta kal ts nefpauaias ano-
VEUPWOEWS €ival ouxvo e0pnpa kar anavidtan kupiws otnv ofiyoapBpikh popen. Zuvdua-
opods evBeaiudas pe apbpiuda EOO ka1 ADD® apbpwoewv punopei va BewpnOei n daktuAiu-
6a, n onoia ep@avizetan nepinou oto 1/3 wv acBevav.

2) Nepinou 20% pe WA epgavizer oidnpa dkpwv, ouvhBws acUppetpn npooBonh dkpas xel-
pos, pe zupmdes oidnpa padakdv popiwv. Oeinetar oe Aeppoidnpa n g tevovioedutpit-
6a.

3) Payogibiuda éxel nepypagei o€ 18% twv aobevav pe WA. Tuvodele kupiws tous aobe-
veis pe agovikn npooBonn kar o€ authv tnv nepintwon ouvdéetar pe 1o avuyévo HLA-B27,
V() éxel nepiypagei ka1 ouoxéuon pe 1o HLA-DR13. ZuvnBws eivan unofeias eioBonns kan
xpovias nopeias, kar ouxvotepa and 6u ous andes onovdunapBpiudes sivar ap@otepd-
nieupn (37,5% vs 7%) ka1 onioBia (23-44% vs 17%).

4) Av kan o1 aoBeveis pe WA ouykpivopevor pe uyih dropa unonginovial o€ 0ouKA NUKVOTN-
10, MIKPO NOCOOTO QUTWV XAPAKINPizEtal and 0oteondpwaon. LUxvAtepn O OXEON HE TOV
yeviké ninBuopo €ival n napoucia ooteondpwaons otous dppeves (29%) Kal ous peteUNVo-
nauolakés yuvaikes (47%) kar o€ autés us opddes oxetizetan e ennpeacpévn AETTOUPYIKO-
1.

5) Zndvia neprypd@etan ivwon twv dvw nveupovikmv AoBdv, N avendpkeia aoptns.

AEPMATIKH WOPIAZH

H xapaktnpioukn BAGBn ivan pia capws apopizépevn epubnpatwdns nildka pe anoém-
on. Tumkd o1 BAdBes eppavizovial ous EKTATIKES EMPAVEIES TWV AYKWVWV Kal yoVATwY, 010
kpavio, ota auud ka1 tnv npoiepn xwpa, aAfd pnopei va BpeBouv ae dnoto onpeio tou Hép-
atos, 6nws nédpata, nandues, nepiveo, kaunukés emeavees, €w yevvnukd épyava. To
Héye06s tous noikidel and Imm éws apketd ekatootd. Mpoondbeia anoAémons npokanei
HIKkpoaipoppayia (onueio Auspitz).

Onws npoava@épBnke n npooBonn twv vuxiwv (eviunwyata, ovuxouon, Aeukovuxia,
Katakeppauopos, duoxpwpauouos K.a), sivar n pévn ekdbnAwon nou oxetizetan pe v
avanwén apBpiudas. Kapd and us BAaBes autés dev eivar e1dikn yia avanwén apbpiu-
das. Av ka1 n napouaia eviunwpdtwy sival guxvh og uyn dtopa, n napoucia noARanAwy
(>20) pe ouvunapén dakwiiudas h apBpiudas tns napakeipevns AOD givar xapaktnpi-
oukn WA,
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AKTINOAOTIKH EIKONA

Xapaknpioukés givan akuvonoyikés anoimaels tns WA, H napoucia ooukwv SiaBpaoswy
d1agoponoroly v WA and tnv AL, evéd Xapaktnpioukn €ival n 0oUKA napaywyn nou tnv
&iagoponoiei and v PA. Xapakinpioukd eiva: 1) Oibnpa pafakwv popiwv, appotepo-
nigupo pe aoUppetpn katavoun xwpis napaapBpikn ooteondpwon. 2) Eviovn edduwon
ueoapBpiou dracthpatos pe n xwpis aykudwoers twv OO apBpwaoswy oe xépia h nédia. 3)
Ooukn napaywyn otnv Bdon tns tefikns eanayyas pe ouvodo anoppoéPnon tns akpono-
@ias tns npooBeBAnpévns teikns panayyas. 4) ApBpikh SidBpwon pe Aéntuvon tns eyyus
@dnayyos ka1 ouvodd ooukn napaywyn s dnw ednayyos (pencil-in-cup). 5) BapBako-
popon (fluffy) neprootiuda. 5) Iepofayoviuda, etepdnieupn h aupotepdnieupn nou eivar
buvatd va odnynaoer oe alvingn. 6) Znovbuniuda, ouxva ave§dptntn and napouaia 1gpo-
nayoviudas, pe dnpioupyia unePTPOPIKWY, avapaiwy cuvdeopoPUTwY o€ 6RO T0 PNKOS
tns anovouikhs atnAns ka1 apKeTd ouxva otnv KaTtwiepn BwPakikh Kal avatepn 0oPuikn
poipa. Enions éxer nepiypagei oto 12% twv acBevav, diaBpwaoers tns onovoufodiokikns
nepioxns (onovéunodiokiuda), Kupiws o€ nikiwpévous aobeveis pe akpOXpOVIO 10TOPIKG
vooou Kai givar ouvnBws acupntwpatkA.

Katd oeipd ouxvétntas o1 akuvonoyikés BAaBes nepiypdpovian ota dkpa xépia, nddia, 1€po-
Aayévies apOpaoegis ka1 onovouous.

AIAOOPIKH AIAINQXH

H &1a@opikn Sidyvwon tns WA nepinapBaver tnv PA, us Aoinés onovounapOpiudes kar tnv
noipwén pe tov HIV. 1) Xapakinpioukd nou BonBolv otnv diagopikn didyvwon ané tnv
PA népav tou deppaukou e€avBnpatos kar tns npooBohs twv vuxiv, gival n napouacia
evBeaiudas, dakwiudas, n npooBon twv ADO® apBpwaoswv, n aovikn npoaBodn. 2) Le
oxéon pe tnv AL, n afovikn npooBonn eivar Aydtepo coBapn, oupBaiver o€ anwiepa otd-
&1a tns véaou (>30 €w), n 1gponayoviuda kai o1 dides BAdBes tns onovdufikhs othins
givan Ayotepo auppetpikés. 3) Tows akdun duokonodtepn sivar dragopikn didyvwon and
v avudpaocukn apBpiuda. Ltoixeia nou BonBouv unép tns WA €ivar n anouaia 10topi-
kou Aoipwéns, n anouaia oupnBpiudas h Badaviudas, n ouxvétepn npooBoih twv dvw
dkpwv. O110t0noyikd kot kivikG 6poles BAevvoppayikn kepatodeppia kar n nafayoto-
nedpauaia pAUKTaIvOONs Ywpiaon, Hiapépouv ato yeyovos 6T o1 UNEPKEPATWOIKES BAd-
Bes tns avudpacukns apBpiudas npoaBdiouv us nandpues kar ta nédpata 6x1 Gpws Kai
ta vuxia. 4) Adyw tns auxvns ekdnAwaons tns ywpiaons kar tns WA @s npdtou oupnio-
patos Aoipwéns pe HIV, Ba npéner va anokdeietar n Aoipwén ka1 161aitepa oe aoBeveis pe
ooBapn vooo.
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NMPOINQ2ZH

Ze 6u apopd v eEEMEn tns vooou, paivetal 6u <5% twv aoBevawv akofouBei kaonBn
nopeia. H nepipepikn apBpiuda napouaidze eeMkukn nopeia, av ka1 o€ GUYKPION PE TV
PA qaivetan va eivan fiyotepo draBpwukn (pkpotepes upés deiktou Larsen). Qotéoo o1 acBe-
veis pe WA epgavizouv napoéporous Ogiktes Aertoupyikdtntas kal noidtntas zwhs pe ta
dropa pe PA. MBavd auté va oeinetar otnv emnpdabetn emBapuvon Adyw ths deppatkns
vooou®. Enions mBavd n npadipn npdyvwon (24 phves) wwv acBevav pe WA eival duopevé-
atepn auths twv acBevav pe us Aoinés onovobunapBpiudes.

Auotuxws dev éxouv npoadiopiotei cageis npoyvwoukoi deiktes tns eg€MEns s vooou.
Qotooo kMvikd xapaktnpioukd 6nws évap&n véoou oe veaph niikia (<20), oikoyeveiakd
1010p1KO Ywpiaons, onyeia emBeukhs véoou, kabws kar n napouaia HLA-B27, B39, DQw3
(h katd aAnous DR3, DR4), Bewpouvtal duopeveis npoyvwoukoi deiktes™.

OEPATEIA

H Bepaneia s WA anaitei éReyxo kai tns deppaukns véoou, kan gival avaykaia n ouvepya-
oia pe tous deppatonoyous.

Aeppaukn véoos: H nepiopiopévn deppatkn npooBoAn avupetwnizeton Ye TomKh EQappo-
yh evudaukav ka1 kepauvonutkmv péowv ws povobepaneia, h o€ cuvduaoud e atepoel-
6n , napaywya tns Bitayivns D (kaAoinotpidin) kan tomkd peuvoedn. Ektetapévn npoaBo-
ih (>20%), xphzel ouotnpaukhs aywyns. Xpnoigonoieitan pwroxnpeiBepaneia (PUVA) o€
ouvbuaopé pe tomkn epappoyn Ywpanéviou (peboanévn), eved ouxvd xpnaoiponolouvial
pebotpe€atn kan kukAoonopivn A. Nées Bionoyikés Bepaneies nou dev eival kabiepwpéves
otnv kvikh npakukh anotenolv o1 avu-TNFa napdyovtes (etanercept & infliximab), ka1 o
avaotonéas tou unodoxéa CD2 wwv T Aeppokuttdpwy alefacept™™.

Ywpraoikn apBpinba: O Baoikés Bepaneutuikés apxés nou epapudzoviar otnv PA kar s
onovdunapBpiudes eivan autés nou xpnaiponololvtal ka1 otnv WA, H Qappakeutikés em-
noyés e€aptavial and tov wno tns apBpiudas (afovikn/nepipepikn) kan tnv €ktaon tns
vooou. QuaikoBepaneia oe ouvduaoud pe pn otepoidn avu@ieypovadn (MIAD), ota
onoia 1kavonoinukn €ivar n andvinon 16iws ts aovikhs npoaBodns, givar n apxikh Bepa-
neia og hmas Baputntas vooo. Tomikés eyxuaoels otepoeIdv Epappdzovial o€ aabeveis e
1-2 npoaBeBAnpéves apBpwoers, eved Ba npénel va anopelyovial 6tav cuvundpxel Kai
nepioxikn deppaukn vooos (kivbuvos emponuvons).

Ta dropa nou dev avianokpivovial 0ta avwépw PESa h o€ autd pe npoiouoa, draBpwukn,
nofuapBpikh h ofiyoapBpikn vooo pe npoaBoin peyanwv apBpwaoewv, npénel va apxi-
ZOUV €yKaIpa aywyh pE Tpononointkd tns vooou avupsupaukd gdppaka (DMARDs). H
pebotpetdtn, xopnyoupevn pe 6010 Tpdno kar napakofoUBnon 6nws kai atnv PA, xpnal-
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Honolgitan ouxvd kai ivan anotedeopatkn 1600 atnv nepipepikn apBpiuda (ofyo-noAuap-
Bpiuda) 600 ka1 otnv Ywpiaon. H soudpacanazivn (2-3 gr/nuépa) BonBd otnv nepipepikh
apOpiuda, add éx1 oty afovikh npoaBoin h v Ywpiaon. Avoikiés, pn eleyxOpeves
penées, beixvouv mBavh anotedeopaukdinta avbefovoaiakav, xpuooU, azaBeionpivns,
kukioonopivns A, Aepiouvopidns, pukopevorikou, peuvoerdwv kai Bitapivns D, eve diyes
givan o1 tuxalonoinpéves eyxopeves penétes twv DMARDs otnv WA. Ta kopukogidn pnopei
va xpnoigonoinBouv os xauniés 66aels, oe ouvduaopd pe DMARDs h oav yepupwukh
Bepaneia. Yynaés dooeis kanod eivar va ano@euyovtal, Hi6u €xouv nepypapei NePICTATKA
nou katd tnhv didpkeia peiwons uynimv 660Ewv eUPAVIcavV yevikeupévn QAUKTAIVGON
Ywpiaon.

Ta dropa pe avBekukh otnv povoBepaneia véoo npénel va avupetwmobolv pe ouvdua-
opévn aywyn (peBotpe€atn pe coudpacanazivn h kukAoonopivn).

BioAoyikoi napdyovies nou avaotéAfouv tnv dpdon tou TNFa éxouv dokipaotei o kvikés
penétes kon apxizouv kar epappdzovial otn kAvikh npakukh™, Mpdkertal gite yia 1o xipar-
p1k6 povokioviké avtiowpa évavu tou TNFa (infliximab), €ite yia tov avacuvbuaopévo
unodoxéa (p75) tou TNFa (etanercept). Tpeis eivar o1 kfvikés penétes tou etanercept otnv
WA. Ltnv peyaiutepn and autés (60 aoBeveis, 12 €B6ouades) 1o etanercept oe 66on
25mg/eBoopada unodopiws odnynoe oe onpavukd kadutepn andvinon o€ oxéon e 10
€IkoVIkO pdppako (andvinon 87% évavu 23%, beikins PSARC). Auo eivar o1 avoiktés Kvi-
kés penéres tou infliximab otnv WA, pe 6 kar 10 aoBeveis kar idpkeia 6 kan 54 eBdopddes
avtiotoixa. Ze pia tpitn peétn xopnynBnke o peiktd nAnBuopd aoBevav pe onovbunap-
Bpiuda. Le autés us penétes pavnke kanods éleyxos twv apBpikwv oupntwpdtwy. Aedopé-
vns tns avaotonns tns apBpikns BAGBNs nou napatnpeitar otnv PA e tv xphon twv avu-
TNFa napayoviwy, mBavds Bewpeitan kar otnv WA o édeyxos tns e€€MEns tns vooou.
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Rheumatoid Arthritis (RA) is a severe disease that leads to joint destruction, loss of quality
of life, work disability and premature mortality. Since many years several antirheumatic
treatments are available however many patients fail to respond to these treatments or
suffer from significant toxicity necessitating withdrawal of treatment. The introduction of
the TNF-a blocking agents which have shown an impressive response percentage in
controlled clinical trials in therapy resistent patients is therefore a wellcome acquisition.
However the first question that we do have to answer in using these agents in daily
clinical practice is: what is their place in the current therapeutic armamentarium? Before
we can answer this question we do need to know: 1. the relative effectiveness of the TNFa
blocking agents compared to the other antirheumatic treatments, 2. their toxicity on the
long term and 3. their cost effectiveness.

In trying to answer the first item it is obvious that at this time we are lacking head to head
comparions of the TNF blocking agents with most antirheumatic treatments. Only for
etanercept a trial has been published in patients with early RA comparing it with
methotrexate. Although this trial was hampered by methodological problems, as it was
using a non validated outcome measure, it showed only a very marginal and transient
difference in favour of etanercept. With respect of the toxicity of the TNFa blocking agents
it is striking that only in the last years it became clear that at least for infliximab there is
an increased incidence of tuberculosis in the treated patients. Several regimens are
therefore being advised to screen and treat patients in order to prevent the (re)occurrence
of tuberculosis. This should have consequences for the way we do select our patients for
these treatments. Next to this we should make every effort to monitor patients who are
or have been treated with TNF locking agents for possible adverse events on the long
term. For this purpose international databases are being developed.

As with other treatments also with the TNF blocking agents there seems to be a large
interindividual dose response variability. This means that we should titrate the dose of the
TNF alfa treatments based on disease activity. The disease activity can be measured with a
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combined index the Disease Activity Score (DAS) which includes the number of swollen
and tender joints, an acute phase response and a general health measure. With the DAS
the activity of the disease can be described from no disease activity at all (remission) upto
very active disease and could therefore be a usefull tool to monitor the disease process in
daily clinical practice. As earlier studies had shown that 28 joint counts for swollen joints
and non graded tender joints are as valid as the more comprehensive joint counts a DAS28
was developed. The DAS28 appears to be an easy-to-use measurement which makes it
possible to titrate the new antirheumatic treatments in such a way that the most optimal
dose effect ratio can be reached.
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