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Liepiinym

Ewayoyn: O pevpatikég mabnoelg optofetovvial cav Tig TaBNGES TOV GUVIETIKOV
1GTOV KOl TOV HVOCKEAETIKOD GUGTNUOTOC, £XOVV GOV PaCIKEG KAVIKEG EKONAMGELS
Vo Kot SuoKoyio, TPOSPAALOVTOG GE CLUYKEKPIUEVES TEPIMTMOGELS Kol AAAA Opyaval
elte ovouata Tov avBpamvov opyaviopoV. H pevpartostong apBpitida amoteAel o
YPOVIOL. PAEYLOVAOONG, avtodvoon aAAd kol eEgleyKTikn mdbnon, n omoia G eni TO
nmAeiotov TPooPhrrel TIG apBpmdoel;, oA Oyl omavia Kot dtpopo GAA dpyaval.
Amotedel TNV O S10OEGOUEVT] PAEYLOVAOIES PELLLOTIKT TAOM oM.

Y16y0g: ZTOY0C TNG CLYKEKPWEVNG epyaciog amotedel 1 Seodkn HEAETN Kot 1
EKTEVNG £PEVVOL TNG PEVUATOELING 0pOPITIONG, TPOKEWEVOL LE TO TTEPUS TNG EV AOY®
epyaciog va eipaote og B€on va aviAnocovpe ta BEATIOTO EMBLUNTA GLUTEPACLOTOL
Yl TO GLYKEKPIUEVO TPOPANLa vyelag. [a va emtevyBel o cvykekpluévog otdyog Ba
npénel vo, peketnBel  ev A0y mabnon ocvpeovo pe v maboyévela, To aito, To
CLUTTOUATA, TN O1dyvmon aAAd kot Tt Bepomeio Tov Tapovstalet.

Yo kot pé0odog: Xtn CLYKEKPUEVT] TTLUYLOKY €pyacio Bo vAomomoove o
Broypapikn avookénnon, mn omoio Ba eotdlel oe emheypéva dpbpa TV
TEAEVTOIOV €TOV, TOL OVTIANONKAY amd O1ebvr], eAANVIK] aAAL KOl Ol0OIKTLOKY|
Biproypapia. Ze 0,Tt £xel va Kdvel pe T YA®ooo dnpocicvong tov dpbpwv, sivat
ONUOVTIKO VO TOVIOTEL TG 0 TEPLOPIGUAC TTov vanpée ivan mwg Oa Tpémer va eivon
OTNV AYYAIKY] YADGGO.

Anoteléopara: H pevpotogidong apbpitida, ektdc and tov mdvo, TNV KOTWOOoT Kol To
avénuéva  TOGOCTO COUOTIKNG  ovornpiag, epeavilel oavénuévo  emmoAacuo
OPICUEVOV  JLOTAPOUYMY YOYIKNG TNG LYEOG, VO Ol KAPOYYEIOKES EKONADGELS
AmOTEAOVV Lol KO eEm-0pBpikr ekdNAmoN NG pELLOTOEWB0VS apbpitidoc.

Yoprepaopora: H peopatoeong apbpitido eivor éva voonuo mov EKONAMVETOL UE
L0 GEWPA OO CUUTTMOOTO, TOV OPYIKA EVTOTILOVTOL O VTOTPOTMIALOVGES PAEYLOVEG
ot apbpaoelc. Xapaktnpiletal amd TV EUEAVION QAEYLOVOV TOV 0O1YOUV GTOV
TOALOTAQGIOCUO TV  apOpik®V KLTTAPp®Y oTOLS GLVOEsUoVS. H  emaxoiovdn
Onpovpyio PAEYHOVAOV UTOPEL VoL 0N YNGEL GTNV KATOGTPOPT TOV YOVIPOV KAl GTNV
OTOYVOLUVOGCT] TV 0GTAOV.

AéEearg khewd: Pevpotoedng mabnoelg, pevpatosdn apbpitda, mowdtmra Lomg,
voonievtikég mopepPdostg, ypoévia acbéveln, Drieypovy ApbBpdoecwv, Ypevitda,
Avtodvoco Noonua, Opovtida Acbevoic, Noonievtikn ®povtida




Abstract

Introduction: Rheumatic diseases are defined as diseases of the connective tissue and
the musculoskeletal system, they have as basic clinical manifestations pain and
stiffness, affecting in other cases other organs or systems of the human organism.
Rheumatoid arthritis is a chronic inflammatory, autoimmune and auditory condition,
which mostly affects the joints, but not many other organs. It is the most prevalent

inflammatory rheumatic disease.

Objective: The aim of this work is the extensive study and the extensive research on
rheumatoid arthritis, in order to be able to draw the optimal desirable conclusions for
this particular health problem at the end of this work. In order to achieve this goal,
this condition should be studied according to the pathogenesis, causes, symptoms,

diagnosis and the treatment it presents.

Material and Methods: In this dissertation we will carry out a bibliographic review,
which will focus on selected articles of recent years, drawn from international, Greek
and online literature. As far as the language of articles is concerned, it is important to
emphasize that the limitation that has existed is that it should be in English.

Results: Rheumatoid Arthritis is characterized as chronic disease, owed in the
interaction of various pathological factors: genetics and psychological. The
acceptance of chronic disease from the patient with R.A. is not a conveniently

process.

Conclusions: Rheumatoid Arthritis is expressed through a series of symptoms,
starting with inflammatory joints. The disease is characterized from chronically,
multiplicity and fluctuation of intensity of symptoms, inability quantified the future

prognosis of the disease, symptomatic and no causative therapy.

Key words: Rheumatoid diseases, rheumatoid arthritis, quality of life, nursing
interventions, chronic illness, Joints’ inflammation, Ymenitis, Autoimmune Disease,

Patient Care, Nursing Care
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Ilpoioyoc

H mopovoo epyocio peretd O1e€odwkd tnv maOnon g peLUATOEO0VE
apBpitdag, Tov VTOAVOsOV CVTOD VOGIUATOG OV TPOKAAEL YpOVIOL PAEYLOVY T®V
apbBpmcoewv, TOV 16TOV YOpw ond TG opbpdoelg aAld Kol GAA®V opydveov TOv
OMUOTOG, HE SVVNTIKEG EMIITAOGELS GTNV KVNTIKOTNTO TOL 00Bevovs. Ta mo cuyva
CUUTTOUOTA TNG APOPOVY TOVO, GAEYLOVN Kol 010N 0TI apOpDGELS KOl TOAV®PN
dvokapyio, covnbmg Tig TPWIVEG dpes. 'evikdtepa, amotelel pia xpovia Kot cOVOET
ndonon, pe pewwpévo emimedo Aeltovpyiog Kot HLOOKEAETIKO kol eE®-apOpikd

OmOTEAECLLATA.

‘Evag amd tovg Pacucodg Adyovg mov eméreo 10 cvykekpiuévo Bépa g
TTUYWOKNG €pYyaciog pov eivor 1 omovdodtnta g opydveons, Omwg emiong Tto
EVOLOPEPOV OV Y10 TN PEVUOTOEWNG apbpitda , yiati T cvvavVIAUE Guxva otV
kaOnuepwomta pag. H mepatépm ekmaidevon kot e€edikevon nave og €va T€T010
0épo Bewpd OTL PTOpel Vo LOV TPOCPEPEL TEPICCOTEPEG YVMGEIS GTOV EPYUCLOKO

YDPO .
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Eicayayn

H pevpotoeidng apbpitida oprobeteitor cav pia ypdvio, GLOTNUOTIKY,
QAEYLOVAOONG TOAD-CLGTNUOTIKY, ovTodvoon mddnon, mov €xel cav Pacikd g
YVOPISUO TNV ETIUOVY] QAEYHOV®DON BvAakitido, 1 omoia €xel Tn SVVATOTNTO TIG
TEPLOCOTEPEG POPEG VO TPOGPAAAEL TIC TEPLPEPIKES OPOPMOELS HE CLUUETPIKN
Katovoun. Amotedel po e£eMkTikn mdOnon ayvdoTov ottliohoyiog Kot €xEL Gov
Bacwod ™G YVOPOHO TN GLUUETPIKY] TOAV-apBpitida, M omoio mpooPdAiet
SpopeTikéG apbpmaoelg Kot yapoakmpiletor and EEm-apOpikéc ekdNADOGES (ZaKKAG

Kot Zrabdxng, 2015).

[MapdAinia, mpocPaiier avOp®OTOVE Ol OTMOiOL AVAKOLV GTNV MAKIOKN
onada 30 éwg ko 55 ypdévov Kot gival mo StodEdOUEV OTIG YUVaIKES, VD givat
EPIKTO VO TOPOVLOIOOTEL aKkOpo Kol otnv o) niikio. H enimtoon g
OLYKEKPIUEVNG TTAONONG TIC TEPIocOTEPES POPEG Kupaivetor amd 0,2 €wg ko 1% oe
oebvég eninedo. 'Eva amd 1o PacikdTEPO CUUTTOUOTO TG CLYKEKPIUEVNC TAONONC
etvat ) Kovpaon, N ool TIg TEPIGCOTEPES POPES EUPAVILETOL KOl SOVCKOAEVEL OKOULOL
TEPIOCOTEPO TNV KAOMUEPVOTNTA Kot TNV ToWdTNTA (ONG TOV OCLYKEKPIUEV®V

acBevov (Klippel et al., 2018).

Ymv woywokn ovty  epyacia Ba  afomomBolv ot €pevvec kol Ot
BPAOYPOQIKES OVOPOPEG TTOV QLPOPOVV T PELUOTOEWN apOpiTida, TPOKEIUEVOL VL
€€eTOOTOVV TO GUUTTONOTO TG AGOEVELNG, O autieg TG, KaBMG Kot 1 d1dyvmon Kot 1

Oepamneio TG,

Enopévoe, oto mpdto kepdrowo Bo mpaypotomombel o gloaywmyn oty
avatopio Kot TNV TafoAoyikn ovatopic, Eved 6To 0e0TEPO KEQAAao Ba acyoAinbovpe
HE TN LGLoAOYio Kot TNV TaBoAOYIKT PUGIOAOYI, TPOGUPUOGHEVO GTY| PEVUOTOEION

apBpitda Kot TIG 11UTEPOTNTEG TNG.

210 Tpito KEPAANI0 Oa avarvbel 01e£001KA 1 pevpOTOEONG apBpitida, pe TV

nopela TG 6TOV YPOVO, TO EMONUOAOYIKA oTolyEion TG, OGS avTtAnOnkay amod
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épevveg, OMMG Kot TNV TaSvOUnNon S avAUESOH o€ GAAES PELHOTIKEG TOONGELS.
[MoapdAinia, Oa efetaotel M KAWVIKY] ™G €KOVA, HE TA CLUTTOUOTA, TO
YOPAKTNPIOTIKG Kot ToL aiTid Tne. Oa yivel, emiong, po EKTEVIG avapopd oty e€EAMEN
™G VOOOV, TOVG TPOTOVG TMPHYVOONS Kol Jyveong Kot otnv 0epamevtikny g

OVTIULETOTION.

Y10 TéTOpTO  KEPOAOO Bo  emikevipwBovpEe OTIC VOONAEVLTIKEG
TapeUPACELS Yoo T PELHOTOEN apOpitida Kot Tovg acbeveic g Oa yivel Aoutov,
10104TEPN AVOPOPA GTN VOOAELTIKN) GPOVTION, GTO VOOTAELTIKO GYEO10 PPOVTIONG
ac0evovg aAAG Kot 0T oY€oT VOO AeLTH-000evoDg Le TapéuPact kot GuUBOVAES Vi

NV TPOANYT TOL GyYOVG.

Téhog, ot0 MEUNTO KePAAMO B TOPOVCIAGTOVV TA VEX EPEVVNTIKA
ded0UEVO, EVD OUECHG LETE B GUVOYIGTOVV TOL GUUTEPAGATO TNG EPYACING, LE EVaV

EMiAOYO.
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Emonuoloyio-2 vyvotyro,

> ovyypovn emoyn Yvopilovpe TG N ev AOy® TaOnon amotedel Lo ypovia

OVTOAVOCT] PAEYHLOVAON TdONom, 1 omoila wg enl to mAeioTov £yl Gov Pactkd G
YVOPIOUO TN QAEYHOVI] KOl TNV KOTAGTPOPN TOV 0pHpOcE®Y G& GLVOVAGUO e
oporoyikd gvprjpata avtoavocsiog. ['evikdtepa, n pevpatoctdng apbpitida pmopel va
wpocPairel kaOe dvOpmmo aveEdptnTa amd v nAkia kot o eUAo tov. Eivon eikto
va EEKIVIGEL GE OTTOLOONTOTE NALKLOKY] OLLAdO TAPOLO TTOV EXEL 0L GUYVOTNTO OLLYUNG
otV NAKoKn opdda tov 25 émog kot 55 ypdévev (Berg et al., 2018). Emiong, ot

yovoikeg epeaviCouv TPES POPES LEYOADTEPO KIVOLVO GTO VOL VOGT|GOLV.

ZOUPOVO [LE TO OTATIOTIKE 0E0OUEVA, 1| PELUATOEONG apBpitida Bewpeiton
pia ko acBévela mov ennpedlel mepimov 10 1% oV MAyKOGHIOL TANOLVGHOV. Bdoet
EPELVAOV TOL £YOLV YIVEL TO TPONYOVUEVO YPOVIN, VOICTOTOL M0 YEDYPOPIKN
KOTOVOUN TNG GLYKEKPLUEVNG TAONONG, LE TOV aoTiKO TANBVGUS va TpocParieTal o
OLYVA A0 TOV AYPOTIKO, GUYKEKPIUEVEG QUAEG Voldvav TG Bopelog Apepikng va
wpocPairovtol o cvyvd and Toug Evpomaiovg, evd ot mAnBucpol e Aepikng Kot
¢ Kivag akdpa mo omdvio (Scott et al., 2015) TTo cvykekpipéva, avaeépetatl 0Tt
TAYKOGHIMG T ATOA TO OTToi0 TPOSPAAAOVTAL e peVpaTOEWN apBpitida apopovv To
0,5% émog 1%, pe pla dapopomoinon ot Hvouéveg molteieg, otig omoieg o
eEMMOAAGLOC pewdverot. [TapaAinia, dloapopormomaoelg epeavilovtal Kot oVOUESO GE
mAnBvuopovg, pe tovg Ivoovg Pima va gppaviCoov 5,3%, tovg Ivoidvovg Chippewa
6,8%, amotelmvrtag pio agloonueio dweopd. Avtifeta, n achévela dev paivetar va
epoavifetar ovyva omv Kiva kot mv lamovia €yovrag 0,2 kot -0,3% avtictoyya

(Silman et al., 2016).

Ievikdtepa, 1 ovykekpluévn madnon mpooPaAier OAeC TIC QLALG Kol TIG
g0vikéc opddeg. H mabnon anthg g HopenS TS Teplocotepes Popsc apyilel otny 3"
N 4" dexaetia g {ong, aAAd givon eniong epiktd vo dnpovpynoet TpdPANUO Kot o€
avBpomovg peyarvtepng nAkiog. Ilapd 1o yeyovog avtd, OUMS, Ofl GE OTAVIES
TEPUTAOGELS, 1 €V AOY® TAONON eivat ePIKTO Vo TAPOVSIACTEL GE VEUPOVS avOpdTOLS

aAAG kKo oty Toudkn niwkio (Katz et al., 2016).
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KEPAAAIO |

1.1 Avoatopio HVOGKEAETIKOD GUOTI|NOTOS

1.1.1 MvookeleTIKO GOGTNNA
To avBpdmivo o amoTereiTor amd eVvEN SIUPOPETIKA GUCTHUATO OPYAVOV,

206 ootd (32 og kéPe dvo dkpo, 31 oe kdbe Katw dkpo, 29 oo Kpavio,26 ot
OTOVOLAIKY] GTNAN Ko 25 6T0 OdpaKa), 434 YPOUU®OTOVG HUEG EKATOUUDPLO VEVPDOVES

KOl OIGEKATOUUDPLOL VEVPIKEG CUVAELS.

e éva VYLEC o, AElTovpyieg OTwG avamvon, KuKAogopia Kivnon, kivnon,
aioOnom, méyn kot moAAEG dAdec, ekteloOvion pe mANpn oppovia. H omowadnmorte
dwTapayn g Asrtovpyiag evog N Kot TOPATAvVE® GLGTNUATOV GTO OVOPOTIVO GO

ennpedlel ot TNV OPUOVIKNY GYEOT).

To avOpdOTIVo pookeAeTIKO cHOTNHA, €IVOL TO GUVOAO TWV OPYAV®OV OV
amOTEAODV TO HLIKO Kol TO OKEAETIKO (EPEIGTIKO) GVGTNUA TOV OVOPOTIVOU GOUATOG

Kol amoTeAEl TNV Pacikn povado Tapoymyng e Kivnong.

Ta Opyovo TOL €PEIGTIKOD GLOTAUOTOS, TO OCTA Kol Ol apOpdOELS,
KATOoKELALOVTOL a0 TOV EPEICTIKO 10TO KOU EMTEAOVV YEVIKA VTOCTNPIKTIKES
Aertovpyieg oto avOpomvo copa. Ta dpyava tov puikod GLGTAUATOG, Ol HOEG, TOV
amoTeEAOVVTOL OTO TOV HVTKO 16TO Kol EMITELOVV AELTOVPYIEG Ol OTOIEC YEVIKA £YOLV

oKomd TNV Kivnon.

Ot Baoikég Aettovpyieg ToOL AvVOPOTIVOL GKEAETIKOV GLGTNHOTOG ETvat:
» H ompi&n tov dGAL®V 0pyavmv Tov GOUATOC.
» H npoedriaén tov (oTiKdV 0pydvdv TOL GOUTOC.

» Xpnoyevel o¢ Tpdoeuomn Tewv LoV (amd kel apyilovy Kot KoTaAyouy ot

HOEG).
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»  Zymportiletl Tig apHpmcElS 01 0TOiEC TPOSPEPOVY EVKIVIGIO KOl EVAVYIGIO GTO
avOpOTIVO OO,

» KaBopiletl o copatopeTpikd otoryeio OTmS VYOS, SIOTANCT), GYN O TOV
avOpOTIVOL GAOUOTOG.

Ocov a@opd TNV KOTOOKELY] TOV 00TV, TO 0CTA &lvar Opyava 7oL
AmoTEAOVVTAL OO 0GTITN 16TO TOL TEPIAAUPAVEL OPYOVIKA KOl AVOPYOVO CLUGTATIKG.
H oxAnpdétmra kot 1 avOektikdtnto tovg ogeileton Katd kKbplo Adyo 6To avopyavo
HEPOG TOLG Kol EIVOL OTapoiTnTN 08 OAEG TIG OTNPIKTIKEG AEITOVPYIEG TOL aVOPOTIVOL
okehetov. Kdébe 0016 elvan kotackevoopévo €16t dote va eEummpetel v Agttovpyia

Yo TNV omoia wpoopiletar kot emiTELEL.

Ta 06td amd To. 0moie AMOTEAEITAL TO EPEIOTIKO GUGTNUA SLAPEPOVY UETAED
TOVG G TPOG 10 PEYEDOG ,To oy Katl TV veT1. Me Kp1tiplo To GYNIe TOVS To 0GTA

dwakpivovrtal oe:
» Bpayéo oot 0nm¢ gival ekeiva ToL TapcoD Kot TOV KapmTov.

» Moakpd 1 emunkn 0otd 6mwg givat o 06Td TV dve (Bpayidvio kot
avTIPpdy10) Kol KAT® AkpoVv (Unplaio, Kviun, Tepovn) Kot

» ITlotid 0674 T0 0TOl0L GLVAVTAOVTOL GTO KPOVio, 6T AEKAVT KOl TNV
OUOTAATY).

Ta Bacikd pépn Tov avBpdmivov ckeleTod givar Tpia:

» O okehetdg TOV KOPHOD OV OmOTEAEITAL OO TOV OKEAETO TNG KEPAANG, TOV

OKEAETO TOV ODOPAKA KO TOV OKEAETO TNG GTOVOLAIKNG GTNANG

» O okeketdég t@V Ave dxkpov mov amoteleiton omd TV KAsida kol TNV
OUOTAATN TOL oyNuaTilovy TV ok (Ovr. T0 Bpaydvio 0610, TA 0GTA TOV
TN TOL Etvar 1 KEPKIdM Kal 1] WAEVN KOl TOL 0GTA TOL ¥EPLOV (00TA KOPTOV,

LETAKOPTIOL KOl QAALYYDV)

» O oKeleTdG TOV KAT® GKPOV TOL OMTOTEAEITAL GO TO OGTA TNG TLEAOV, TO
unpaio 0otd, TNV EMYOVATION. TNV KVAUN KOl TNV TEPOVN Kol TO 0GTA TOL
GKpov modV(00TE TOPCOV, UETOTAPGION KOl QOAXYY®V). (ZENKAKNG, Kot

ouv., 2015).
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1.1.2 To pviko6 cvotnpa
To pikd ocvomuo omoteleiton amd TOV peyoAdTEpO o€ pdlo 16TO TOL
ompatog. O 1016¢ avtdg givor VTEVOBLVOC Yo SLAPOPES AEITOVPYIEC TOV AVOPOTIVOL

GMUOTOG.

O poeg elval pnyoveg mapaymyng dOVoUNg Kot oKomdg Tovg eival n Kivnon
T0V ompatog. Xowpig tovg poeg m Cof Bo Mrav advvarn, 66Tt Bo Mpooctav

KaOnAopévor kat avikavol vo Bpodpe Tpoen Kot vo, opvvOodLE.

2T0 GOWUO OGS VTTAPYOVY TPia €101 HLDV:
» Ot )elot poeg mov eivat o1 POEG TOV ECOTEPIKADV OPYAVOV.
» O KopdtaKOg HOG TOL Eval 0 LLG TG KOPILAG Kot

» O ypopuoTol poeg mov gival ol LOES TOV AKP®V.

YuvolMka vrdpyovv 434 ypoUp®TOl HOEG 6TO avOpOTIVO GOMO OO TOLG
omoiovg mepinov 10 20% Aettovpyovv evepyntikd otnv dnuovpyio kivnong kot v

HETOKIVIOT TOL GOUATOC.

"Evog ypoppmTog pog amotedeiton amd HoikeS tveg, TEVOvTeS, ayyeiao Kot vebpa, v Ta
Bacwa Tov puépn etvat:

» H éxpvon (n ovvdeon pHéc® Tov TEVOVTA, TOV HVOG Kl TOV 0GTOV.

» H yactépa( 10 GVOTOATO PHEPOG TOL HVOG).

» H xotdouon(n odvdeon HEC® TOL TEVOVTA, TOL HVOG LLE TO 0GTO TOL KIVEITOL).
O poeg yopilovrar og kotnyopieg avaroyo Le:

» Tov apBud Tov eKEUGE®VY N Kol TOV KOTAPOGEDY TOVG,

> ZOopemva pe v dtdtaén Tov Hoikdv vav Tovg,

» ZOUQ®VO LE TO AELITOVPYIKO OTOTEAEGLLA TOVG.

Avahoyo pe MV Agltovpylo TOLG KOL TO MG EMNPEALOVY TIG KIVAGELS, Ol HVEG
dwakpivovtol og:
> TpotaywvieTtés, peg ot omoiot epappolovy dHvaun mpog v kotevbouven g
Kivnong.
»  AvtayovieTtéc, pHeg ot omoiot epapprolovy dHVOUTN TPOG TV avTifet

katevBuvon g kivnong.
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»  ZuvayovioTEc, HOeg ot omoiot epapprolovy dvvaun Tpog TV Katevhvuven g
Kkivnong kot Aertovpyovv wg fondntikoi TV TpOTUYOVIGTOV.

» Xtabepomotoi, o1 omoiotl epapudlovv dVvaun e 6KomTO VoL oTadEPOTOM GOV
™mv apBpwon yopw amd v omoio ekteleital pio kivnon. (Andreoli et al.,

20015).
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1.2 ITaOoioyiki] AvaTopio HUOGKEAETIKOV
GULGTILOTOG

Epocov yivel 0 éleyyog Kot OV TOPOVCIACTEL KATOLL PAEYLOVT], GTI GLVEXELN
TPOYUOTOTOL0VVTOL EEETAGELS Yo Vo aviyvevBoldv acBéveleg, ol omoieg de oyetilovtan
pe vpevitoa, onAadn pe kdmow eAeypovn otov apfpikd vuéva. Iabnoeig térotov
eldoovg elvor n ekPLAIGTIKN ooteoapHpitida, 1 TevovTiTidn, 1 BvAaKiTION Kot 0 PVTKOC
OTOGHOG. X& TETOOV €100VG TEPIMTMOGELS OV TPOKEITAL Y10, PEVLHOTOEWDN apBpiTidn

(Zonkdxng, kot cuv., 2015).

Tavtdypova Opmg pe TV LUEVITION GLYVA eueoviletal Kol Vo QLTOAVOCO
voonua, Ommg otnV TMEPITTMOON TOL HEAETOVHE 1M pevpatosdng apbpitda. Ta
CUUTTOLOTO, TNG PEVUATOEWOVS apbpitidag oyetilovion pe kokovyio, E0KOAN KOT®ON
Kot avopedia, OTmG Kol puikn advvapio kot dvokapyio pe TOVovg TS apBpmOCELS.
BéBaia, To cupmTdpaTe Kol Ol I6TOAOYIKEG OAAOYEG TNG PEVUATOE0VS apOpitidog
oyetilovton Kot pe o Opyavo to omoio €xel mposfaiel. Ocov apopd Tig apHpdcelc, 1

QAEYLOVI TOL TTapatnpeital TpocPaiiet Tov apBpikd vuéva.

O apBpwcog vpévag amoteieitar amd pio KoAvmtip oTifada, 1 omoia
oynuotiCetor amd to. vuevokvTTOPE TOTOL A, TOL HLEAOD TOV OCTMOV Kol T
DUEVOKLTTOPO TUMOL B peceyyupatikng mpoélevone. Xtnv apyikn Hopen NG
peopatoedovg apbpitidag mapatnpodvior PAAPEC ©6TO UIKPOOAYYEWKO OIKTVO TOL

apBpucov vuéva, pe amdPPasn Tov LAY Kol 010N TV EVOOINAOKOV KUTTAP®V.

‘Eto1, tovtoypova pe m @Aeypovn Kot To oidnua mwopovctdleTol Kot pio o
VREPTAACIOL NG EMPAVEINKNG KOALTTNPG KLTTOPIKNG OTPAd0S, HECH TOV
vuevokLTTapov A katl B. Zto mpota otddie pdAioTto TG vOoo, TapaTnpovVTIL Kot
KUTTOpKEG  Ombnoelg pe v Omopln  AEUQOKOTTOP®V KOl  HOKPOPAY®V.
[TAaopatokvTTOpO, TOALTOPNVA YIYOVTOKOTTOPO KOl GITELTIKE KOTTOPO TOV 10TMOV
enpovifovial 6e To TPOYWPNUEVE GTALN TNG PEVUATOELD0VE apOpitidag. ZTadloKd,
Aowmdv, o opfpwds vuEvag EGPAAAEL KOl KOTAOTPEQPEL TOV YOVOPO Kol TO
napoapdpikd ootohv ota Opro peta&h apbpikcod vréva Kol 00ToL (ZENKAKNG, Kol

ouv., 2015).
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[Ipokertar, emopévag, Yoo pi VOGO TOL TPOEPYETOL OO U (UOLOAOYIKN
OVOGLOKT OITAVTNOT GE £VOV YEVETIKA TPOdoTefEéVo EeVioTn, LE OTOTEAEGLOL LULOL
YPOVIOL 0pBpIKT QAEYHOVH] KOl KOTOGTPOQY TNG OPYLTEKTOVIKNG NG apBpmong.
Exdnioveton pe évav anpdfrento kKo ££Apoemv Kol VOECEMY. Xg PAKPOYPOVIQ
Baon kot kvupimg ywpig ) oteEV TopakolovONoN Kol aymyr mov emPAiAeTal, Ot

apOpADOGEIS LTOPOVV VO TOPAUOPPOOOVV U1 OVOGTPEYILOL.

AxoOpa, €KTOC Ao TIG GUECEG EMMTOCEIS TNG TAONONG AVTAG TG HOPPTG, Ot
TOGYOVTEG GE OPKETEG MEPUTTMOGELS VITOPEPOLV OO GLUTTOUATO KATAOAIWYNGS, OTPES
Kol aioOnpa averndpkelag. H cOyypovn avtipetdmion g mabnong autng g Lopeng
TEPEYXEL EKTOOEVLTIKA TPOYPAUpaTe avtoeSumnpétnong mov moailovv kabopioTikd
pOLO 0N H1EVKOAVVOT| TV TACKOVIWV GE O,TL EXEL VO KAVEL [LE TNV OVTILETAOTIOT TOV
kaOnuepvav mpoPAnudtov, mpokeévov va {ovv OMUIovPYIKE Kot yopis kopio

amoAbtmg e&aptnon amd toug ahlovg (Katz et al., 2016).
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KEDPAAAIOI

2.1 ®Vo10A0Yi0 HVOGKELETIKOV GUGTILATOS

To Eexivnua ¢ ouykekpévng mabnong eivar pktd va givor otadiokd gite o
oelo pdomn. XNV TpAOTN TEPITTOON, TIC TEPICCOTEPES POPES TAPOLGLALOVTAL YEVIKA
CLUTTOUOTO, OTTMOG Elval Yo Tapddetypa n avopeéia, N andAgia fdpovg, N advvapia,
N OEKATIKN TLPETIKN KvnTikOTNTA, O apBparyieg Ko v TéAeL 1 apOpitida pe OAa To

emimeda TG PAEYHOVIG.

H o&ela @domn g mabnong avtg g Hopene £xel cav PacikO TG YVOPIGHO
mv aevikn eykatdotacn opOpitidag, dnAadn QAEYHOVNG OTIS apBpdGEls, KATL TO
omolo &lval EPIKTO GE GUYKEKPUUEVEG TEPUTTMGELS VoL cLVOVALeToL Ko pe mopetd. Ta

Bacuotepa KAVIKE yvopiopata g TdOnong autg e Lopeng sivon ta e&ng :
» O movog otic apbpmoelg
» H didykwon g apbpwong
» H avodwn téom g Tomikng Oeppokpaciog g apdpwong
» H gvaicOnoia oty mieon g dpbpwong

» H mpown dvokoapyio, oniadn mn Svopévela tng Kivnong tov apdpdoewnv
(Klippel et al., 2018).

H mdbnon avt, 11 mepiocdtepeg Qopég, €xel AppnKktn oxEom UE OPKETEC
apBpacelc, eivar onAadr morlvapOpitida Kol eivor GUUUETPIKY. AVTO oNUOIVEL TOC
OVIYVEVETAL GE TTAPOUOIEG OPOPDOGELS GTIG OLO UEPLEG TOV AVOPDOTIVOV GAOUATOC TOV
ndoyovia (OTmG @aivetar otV €kova 1 mov axoiovbel). Zmavidtepa, 1 &v AdY®
ndOnon elvar duvatov vo Eekivioet pe acOUUETPT TPOooPoin Ayotepmv apbpmdoemv,
uéxpt 4 (xoAeitor olyoopBpitida), €ite o€ aKOUA TO OTMAVIEG TEPUTTAOGEIS WE
mpocPoiny 1 apBpwong (kalieitor povoapOHpitidon). Xt0 HEYOADTEPO TOGOGTO TMV

TAGYOVIOV, LE OVTEG TIG dVO HOPPES TG €V AOY® TdOnong, 1 vocog eEedicoetal v
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TEAEL OE GLUUETPIKN TOALOPOPITION, CAAL o€ €va HUKPOTEPO TOGOGTO TAPUUEVEL
neploplopévn og 1 mg kat 2 apBpdoelg (Tic mEPLEGOTEPES POPES GTA YOVATO EITE OTIG
TNYEOKOPTIKES, Y10, OPKETOVG UNVEG €ite akOpa Kol apkeTd £€11) (AvoplavaKog kot

Bovdovpng, 2015).

Ewova 2.1: Zoppetpikn dtofpotiki Topapoppotikn apdpomddeia (Avoplavakog Kot

Tpotlag, 2015).

Ké&Oe popon apbpwonc tov ndve eite tov kdto dxpov sivar epiktd va
npooPAnfel amd 1t ovykekpévn mAONON, OAAGL e OMAVIEG TEPMTMOGELS
TPOGPAALOVTOL Ol TNYEOKAPTIKES apOPDOGELS, Ol aPHPMCELS TOV JOKTVA®Y TOV AVE®
dxpov kabmg emiong Kot o1 apfpdGEIC TOV KATO AKPOV KOl TOV YOVAT®OV. AKOUW, Ol
apOpdoES NG OLYEVIKNG Hoipag 1TNng OmOVOLAIKNG OTNANG OAAG Kot Ot
Kpotapoyvadikés apbpmoelg givar duvatdv vo TpocoPAnfodv amd T GLYKEKPIUET

nanon (Mnvacidov kot Agpovidov, 2016).

H dudpxeta g mpmivig duokopyiog, T0 cHVOLO TV OYKOUEVOV apBpdcemv
kabdhg emiong kot to cbhvorlo TV apbpdoewv ol omoieg eu@avilovv CNUAVTIKY
evacOnoia amotedAodv KaboploTikovg KMVIKOUG Ogikteg, pe Pacikdtepo otdY0 TV
EKTIUNOTM TOL emMMESOVL evePYOTNTAG TNG TAONOMNG KOt TOV €Aeyyo tng €&EMEN NG
KaBdg Kot yo TV ektiumon tov Oepamevtikod amoteléouatog €ite v oploBétnon

™G €KAGTOTE OEPamevTiKng aymyng Tov o akoAiovdnOei (Landre-Beauvais, 2018).

H npocPorn tev apBpdoewnv Tov dvo dkpmv cuvovdleTol oG ent To TAEioTOV

and dvopévela avamntuEng yYpobde kabmg emiong kot amd peimon g SOVOUNG
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oVGPLENG. € GLYKEKPIUEVEG APOPDOGELS, OTMG EVOL Y10, TOPAIELY O AVTEG TV 1OYIWV,
eEantiog TG avaTopknG Tovg Béong, Ta KAk onueia g eAeyHovVIg dgv ivan 1060
EUPOVN. ZTIG €V AOYM TEPUTTMOGELS, O TEPLOPIGLAC TNG KIVITIKOTNTAG TOV apOphceEmV
aAAG Ko 1 VapEN TOVOL OTIG TOBNTIKEG KIVIOELS KATA TV KAWVIKNY e£€taocT amd Tov
eKA0TOTE BEPAmOV 10TPO, ATOTELODV TO LOVAOIKA OVTIKEWEVIKA onpeio TG opOpikng

eAeyuovng (Scott et al., 2015).

Ta gpyaostnplakd VPNUATO TIC TEPIGCOTEPES POPES TEPLEXOLV avarpion Ypoviag
HOPOTG KOl OVOJIKT] TACT TV OEKTMOV QPAEYHOVNG OTNV &vepyd mabnom, Ommg
OQLTOOVTICOUATO KAt ToL TUpatog FC g 1gG kot Katd tov KITpovAMOUEVODV
nenTdiov To onoio £xovv evtaypévo 1o aptvo&d KitpovAiivn kot evtomilovtal og

dtpopomompévon emmédon gvatctnoio kot €wKOTTe -(ZoKkKac Ko Xtafdkng,
2015).

Ye mepintoon mov dev vEIoTATOL OEPOTEVTIKN OVOGTOAN TNG TPOOJIOL TNG
OLYKEKPIUEVNG TAONONG €£EMOGOOVTOL ONUOVTIKOTEPES OKTIVOAOYIKES {NEG, OmmG
etvar n @Bopd tov apBpucol yOvdpov kabmg emiong ko Aowmég dwPpwces. Oco
TEPVAEL O KAPOG, OE MEPIMTMOT 7OV dgV Yivel dpeon dbyvoon kat dev akolovOndet
KOATAAANAN Oepamevtikn moapépPacn, n wdOnon avte e popeng egeiiooeton Kot
avanmtHGoOVTIOL Ol KOTOOTPOPIKEG EMMTAOGEL TNG YPOVIG  QAEYUOVNG. XTIC
CUYKEKPIUEVES EMMTMOCELS TEPLEYOVTOL Ol APOPIKESG TAPAUOPPDCELS, Ol OLULTUPOUYES
OTIG KWWOELS TV apBpdoenv kabhg emiong kot ot aktivoroykég {nuég (Salama and

Hamer, 2017).
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2.2 ITaBoroyikn] @UGLOA0YIN HVOCKELETIKOD
GULGTILOTOG

Xe 0,TL €yel Vo KAVEL pHE TIC OpOPIKEG TOPOLOPPADGELS, TOL AvaPEPONKAY
TOPOTAV®, €lval ONUOVTIKO VO TOVIOTEL T®G a@opd TNV mAévia omdkAon TV
S0KTOAOV TV v akpov koboOg emiong ko vreCapOpnuoata 6e SPOPETIKES
apBpdoelc Kot wg enl To TAEIGTOV 0TI apBp®SELS TG PAONG TV SOKTOAMY TOV (VD
bdrpav gite TOV KATO AKpOV, OTOS Yo mopaderypo PAaicodTTo TOV Yovatov (avtd
onpaivel KHPTOON TPOS T EG6M LE OvOLYTH Yovia Tpog Ta £Em) gite TV modidv (Berg
etal., 2018).

AmO TV GAAN TAELPA, GE 0,TL EYEL VO KAVEL LLE TIC O1OTOPOYES OTIC KIVIOELS TV
apBpdoewv, eitval oNUOVTIKO Vo eMONUOVOEL TMOG ATOTEAOVYV GUVETELN LAKPOYPOVIOG
AETOVPYIKNG oviKovotnTag oAAG Kot avormpiog. Télog, ot axtivoloyikég Inuég
€YOUV VO KAVOLV LE TNV OTMOAEW OGTIKNG HACOC GTO TUHOTO TOV OGTAOV T OTOoin
elval ootd og KovTv] amdotacn ord v dpBpwon, dnradn apopd v TeplapOpikn

ooteomopwon (Katz et al., 2016).

Me 10 TéPUCHO TOV ETOV Kol EPOGOV deV VEICTOTAL OEPOTEVTIKT AVOIGTOAY|
NG TPOOAOL NG &V AOY® TAONONG, GVATTUGCOVTOL CNUAVTIKOTEPES OKTIVOAOYIKES
uég, dnmg etvar yo mopdaderypa 1 Bopd tov apbHpucod xOvopov Kat ot SPPOCELS
oTO TULOTO TOV 00TMV T0. omoia gival péoa otnv dpbpmon. Adym Tov 6Tt OAeg Ot
TOPATOVE® TOPUUOPPOTIKES, AEITOVPYIKEG OAAA KOl OKTIVOAOYIKEG KOTOOTPOPIKES
EMATAOCEIS TNG XPOVING QPAEYUOVIG TNG €V AOY®D TaONong dev eivol avooTpEYIEC,
KLPLOTEPOG GKOTOG NG onuepivig Bepamevtikng mapépupaong eivar 1 TpoOANYT TOVG
(Andreoli et al., 2019). Me Aiya A0y, TO KOPLOTEPE YOPOKTNPIOTIKA TNG

OLYKEKPIIEVN G TTABMoMG elval Ta €ENG :
» EvaicOnteg, Oepuég kot S10ykmpéveg apOpmoelg
» TlpocPoin apkeTmv apbpdoewmv
»  Zopuetpikn tpocsfoin

» EbOKkoAn xo0paon, TEPUTTOCELS TUPETOV, YEVIKO aictnua kakng d1abeonc
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[Tovog ko cvveyduevn dvokapyio TV apdpdoev KaTd TNV aeVTVION &ite

VOTEPO OO LOKPOYPOV OVATOLGN
[IpooPoir] kot GAA®V 0pYEvVEOV TOV GAONOTOS, EKTOG amd TIG apOpMCELS
H cvpntopatoloyio eivot EQikTo vo ETPEVEL Y10 OPKETH POV

H ovuntopatoroyio dapépel and tacyovto o macyovto (Mavovsakng Kot

Movtodmoviog, 2017)
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Psvuarosiong aplpitioa kat

OVOGOTTOINTIKO GUGTIUO.

To avocomomtikd cvoTNUO €lval £vo TOADTAOKO OiKTLO Omd KOTTOPO Kol
oLOTATIKA  KLTTAPWV, 7oL ovopdalovtar poplo. O  ELOWAOYIKOG POAOG  TOL
OVOGOTOMTIKOD CLGTNUHOTOG €fval  voo TPOCTOTEVEL TOV  OPYAVICUO KOl VO
avTipetonilel T1g AoU®EELS TOV TPOKAAOVVTOL aTd PakTipla, 100G Kot dAAa PikpoPio

7oV €16PAAAOVY GTO GO

Otav 6pwg to avocomomtikd cvotnua Aavlacuéva emttiBeton evaviiov Tov
10100 TOV COUATOG TOV, GTOYEVOVTOC TO KOLTTOPO, TOVS 16TOVG Kol To OpYavd TOv
dnpovpyovvTal To. AgyOuEVe. avtodvooa voonpato. H cueomdpevon Kuttdpov Kot
HOPIOV TOV GVOGOTOUTIKOV GUGTNUATOG G' €vo. OMUEID TOV CAOUOTOC TOL OEYETOL
emifeon, eite QuoloAoywikd ota mAaiclo Aolpwéng, eite "AavBacupéva' oe éva

OLTOAVOGO VOO0, OVAPEPETOAL EVPEMS MG PAEYUOVT].

> Pevpoatogidn apbpitida, 610)0g TOV AVOGOTOMNTIKOD GUGTHIATOS Eivat O
apBpcdg vuévag (o vpévag mov kaAvmter Tig apBpdoeilg). H pAeypovn tov apbpucod
vuéva gtvar cuvnbmg coppeTpikn (ovpPaivel kot 6Tig 0V0 TAEVPEG TOL CAOUATOG) Kol
npokaiel TOvo, TPREWo Kot dvokopyio Tov apfpdoemv Avtd To YOPOKTNPIOTIKA
EexyopiCovv ™ Pevpoatocidn apbpitda and v Oocteoapbpitidn, mov eivor o mo

KOWN EKQLMOTIKN apBpitida.

O1 dowBéoueg onuepa Bepamevtikéc aymyés, eotidlovion ot peimon g
QAEYLOVIG TV 0pOpPDCEDV LE OVTLPAEYLOVMON KOl 0LVOGOKOTOCTUATIKG QOPLOKAL.
Mepikég popég, TO avocOmOMTIKO GUOTNUHO Umopel €miong vo mPooPAAiel Tovg
TvebHOvVES, To oyyela 1 ta pata. Xvyvd, ot acBevelc umopel va avamtHcGovV
CLUUTTOUATO GAL®Y OVTOAVOG®Y VOooUdTeV, OT®MG ToL Guvdpduov Sjogren. H

Pevpatogidng apbpitida sivar pio amd T1g MO cLYVEG LTOAVOGES VOGOLG.
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KEPAAAIOI]

ITAOGOAOI'TA PEYMATOEIAOYX APOPITIAAX

3.1 Opopog s pevporroadils apbpimdo

H pevpartocidng apbpitda (PA) etvar ypdvia, GOUUETPIKY|, TOALOPOPIKY, OALAL
KOl GUGTNUOTIKY PAEYLOVOONG VOGOGS, oL TPocPdAetl kKupimg Tov apbpikd vuéva Tmv
pKpav apbpdoewv. Mmopel va TPokoAEcEL TOPAUOPO®ON TV apBpdcemv Kot
xpoVia avarmpio Kot givor duvatdv va cuvodedeTon amd eEmapOpikéc ekONAMGELS
(pevpatoedn olida, ayyeutidn) wg amoTEAEGHA TG TPOGPOANG SPOP®V 1GTOV Kl

opybvav. Etvar pia xpovia, tomikd 166pia vosog pe moAd petofailopevn mopeia.

H ovykekpyévn mdbnon eivor po avtodvoon wdbnorm, m omoia TG
TEPIOCOTEPEG POPEG TTPOKOAEL TOVO kot TPNEo tewv apbpdcewv. O poAOG TOL
OVOGOTOMTIKOD GUGTILOTOS TOV avOpAOTIVOL OPYOVIGHOV EIvol VO KATOTOAEUA TIG
OLAPOoPEG AOUMEELS, UE KVPLOTEPO GTOYO VO, GLUVTNPEL TOV OPYAVICUO LY. X& [
avtodvoon mabnomn, Omwg m &v AOY® VOCO0G, TO OVOGOTOMTIKO GUGTNUN TOL

avOpmdmov Eexvaer va emitibetatl otovg vYiEig totovg (Andreoli et al., 2019).

2mv ev AMdy® mahnomn, T0 0VOGOTOMTIKO GUGTNLA EMLTIOETAL GTO TOLYDUATO
TOV apOfpdoewV, avaTTOCoOVTOG HE OVTOV TOV TPOTO ONUOVTIKEG QAEYUOVEG Kol
@Bopéc otig apbpadoeic. H mdOnon avtg g Hopeng emeépel KaBOopIoTIKES EMPPOES
OAAG Kol ETIOPACELS OTIC TTO UIKPEC apOpdGELS, OTmS Yo Tapadelyo. GLUPaivel OTIC
apBpmdoelc TOV KAT® dALL Kol TOV Gve dKpwv tov avBpomvov copatos. [apd to
YEYOVOS 0VTO, OUMC, Elval SuVaTOV Vo TPoSPANBovVY Kot o PeEYAAES apBpDGELS, OTMG

givon yio Topaderypa o woyio kabmg eniong kat ta yovato (Myasoedova et al., 2014).
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Ewoéva 3.1 : Pevpatoeidn yépra (Xaxkdg kot Ztabakng, 2004).

[Ipoxertan yio g mdOnom, n omoia ektdg amd 0 TEPAGTIO PAPOC TO OMOI0
avanTOGGEL GTOVG TAGYOVIES KOl TOVG GLYYEVELG TOVG, amoteAel o whbnomn Wwitepa
damavnpn Y To cuoTNUa LYEing Tov kabe Kpdtovg. To Kd6TOC 68 PapuaKa e GTOYO
™V KotamoAéunon g ev Aoywm mddnong otic HITA Eemepvd ta 19 dig doldpla og
emow Paon. Eivar onuovtikd, akodpa, vo toviotel ot ot Meydin Bpetavio oe
kaOnuepvn Baon yivovror meptocotepeg amd S0 yladeg apOpomTAacTIKES 1GYIov Kot
45 ybdeg apBpomhacTikés YOVOTOC GE TAGYOVIES, Ol Omoiol VOoOoUuV amd 1M

oLvykekpévn mhonon kot ooteoopOpitida (Berg et al., 2018).

Ievikdtepa, n cvykekpuévn ndonon mpokaiel movo kot TpnEo, to omoia
amoTEAOVV POCIKE YVOPIGHOTO TG PAEYLOVIG, TOV O1Yd-G1yd TOOvVOV va TPOKAAECEL
NV KOTAGTPOPN TS ApBpmong, OvaTTOCoOVTNG HE ALTOV TOV TPOTO AELTOVPYIKA
aAld ko oaoOntucd Cnmpota. O opyaviouds emtifetar pe t0 0vOGOAOYIKO TOL
oLGTNHO EVAVTIOV TV apBpDCEDY Y10 AYVOOTEG autieg. Ziyd-o1yd o apBpikdc vuévac,
0 YOVOpOG, Ta 00TA OAAG Kot Ol ohVOESHOL, Ol omoiol amotehovv TV Gpbpwon
eBeipovtar o onuoavtikd Pabuod, pe GLVETEN VO OVOTTOCGETOL TAPAUOPPDOT) TNG
GpBpwong, pe onuavtikodtepo Kivouvo TV eyKoTdoTOon UOVUNG  ovamtnpiog
(Akhavani et al., 2015).
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Ewova 3.1.1 : ApBpooelg mov mpoosPdiler m pevpatogdng opbpitda (Mnvacidov kot
Agpovidov, 2015).

H oAeypov] avtig g popeng kKot m emakOAovON KOTAGTPOON TV
apBpmcewv arotehovv 10 Poactkdtepo (T e ev Adym Tdbnong evad 1 attio Tov
TO OLVOGOTOINTIKO GUGTNUO KOTAANYEL Vo emTeDE Ko va KataoTpEyel apBpdoelg dgv
&xet yiver axopo yvooty, Toporlo mov Exel VApEel paydaio £EMEN otV KaTovonon
avtg TG HeBddov. H ev Aoym @Aeypovi Tov apBptkod 16100 TIG TEPLEGOTEPES POPES
neplEyel oAANAEmdpdoelg pnetalld Tov pokpoeaywv, tTov T kot B Aspeokvttdpov,
TV woPAactdv KaBdg emiong kot GAA®V KLTTAP®OV TOL apfpikod VUEVA, aKOUO
(QAEYLOVH] OTO 1OTIOKVTTOPM, TO OEVOPIKA KOTTOPO OAAQ Kol TO. KOTTOPO TOV

mAdopotog (Bijlsma et al., 2016).

H ovykekpyévn mdonon eivar n mo dradedopévn eAeypovadng apbpitida Kot
arotedel po kaBoprotikn artio avarnpioc. H mabnon avtig g popeng ékave yu
TPOTN QOPA TNV EUEAVION TNG TPV Omd TOAAEG YIMAdES €T OTOVG TPMTOVG
apePKOVIKovg mANOBvopovg 1Bayevav, evd OBewpeitonr TOG TOPOLGLACTNKE OTINV
Evpodnn petd tov 17° oudva. IMopd 1o yeyovog mmg 1 ovoposio g ev Adym mtadnong
oprofetnOnke v dekaetio Tov 1850, ov mapdpetpor kotdtadng g Kabopictnkav

npwv oyedov 50 étn (Firestein, 2015).
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‘Epeguveg mov éyovv yivel oto mapelBdv amokGAvyov TO KLPLOTEPO
yvopiopato ™G manong ovtne, mov Oelyvouv TG 0QOopE Lo CTUOVTIKY Kot
pakpoypovia voco pe kaBoploTikés eEmapOpmTIKEG EKONADGEIS KOl TEPLOPICUEVES
Oepamevticég AOGELG, Ol omoleg TIC TMEPIGGOTEPES (QOPES TOPOLGLAlOLY  PTOYA
arotedéopato. H ovopacio g ocvykekpipuévng madnong £xel mpoéhevon amd TNV
oporoyio pevpOTIKOC TVPETOS. Avth givorl o Tibnon n omoia £xel cav Pactkd ™G
YVOPIGUA TOV TOVO OTIS apOpdGELS Kol £XEL TPOEAEVOT AT TNV EAANVIKNY AEEN pedaL,
N omoia delyvel kAtL T0 omoio kveitor. H ev Adyw ovopacio d60nke v mepiodo tov

1859 and tov Bpetavd pevpotordyo Garrod (Landre-Beauvais, 2018).

21 ovyKekpyévn mhihnon, TO AVOGOAOYIKO GUCTNUO TOVL avOp®ITOL
TAPOLGLALEL CLYKEKPLUEVES SLOTAPAYEG. LTOVG TAGYOVTEG, TO €V AOY® GUGTILO, TOV
elval OmIoTEVUEVO LE TNV TPOGTAGIO TOV CAOUOTOS OO TIG SIAPOPES AOUMEELS Ko
TIG VEOTAOGIES, Yo AYVOOTOLS AOYOVLS, TIG TEPIGGOTEPEC (POPEG emitifetal oTa
KOTTOPO TOV 1010V TOL OPYAVIGHOV, HEcH oTov apBpikd BVAaKO pe ovTO-PAOTTIKE
aroteAéopato. Avtdc givatl kol 0 Pacikdtepog AOYOS TOV 1 GLYKEKPLUEVN TTAON oM

Aoyiletor og o avtodvoon wdbnon (Scott et al., 2015).

Ewova 3.1.2 : Kottapa tov mpocBefinuévov opbpbdocmv (AvOoplovaKos kot

Tpotlag, 2015).
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3.2 Avtworoywkol IMapayovteg
Ot awtoroywkol mapdyovieg tng acbévelng GuykpotoOv TOoug AOYOVLS, TOVG
mBovodc cLVOLACUOVS KOTAGTACE®MY Kol TIg ottieg to omoio cupPdAiovv otnv

EUGAVION TNG PEVUOTOEIOOVG apOpitidag.

H ovykexpipévn mabnon omotehel pio amd TIG KUPLOTEPES OVTOAVOGECG
nafnoelg, Katd TIC OMOieC TO avVOGOTMOMTIKO CLGTNUO TOL avOp®ToL emtifeTan
EVOVTIOV TOV 16TOV TOV 10100 TOL 0pYavIGHOV. Ol TEPIGGOTEPOL EPEVVNTEG OEV
yvopilovv axpiPdg v attiodoyio 1 omoio. avamTOGGEL T GLUYKEKPUEVT TAON o).
[Mopoha ovtd, OU®C, WHEAETEG TOV TEAELTOU®V YpPOVLV &xovv Eekvioel va
OLIAEVKAVOLY TOVG TOPAYOVTIES Ol Omoiol MG &mi TO TAElOTOV TEPIEYOVTOL OTNV

naboyéveon tov (Salama and Hamer, 2017).

[Tapd to yeyovdg mmg apkeTd EpOTAUATO TOPAUEVOLY KO OVATAVINTA, Ol
£0C TOPO TOPATNPNCELS GUYKAIVOUV GTO OTL 1 €V AdY® TAONoN QLTAG TG LOPONG
OVOTTTOGOETOL GOV GUVETELD OPKETMOV KPUTNplov Kol Topapétpav, Ommg ival yu
TopAdety Lo yevetikol, meptBailovtikol aAld Kot oppovikol mapayovtes. Ta televtaio
€ €yovv avéndel aonTd o1 TAPAYOVTES YVOGELS Y10 TO YEVETIKA YVOPICUOTO TMV
TAGYOVIOV Kot GAAOVG Tapdyovteg (OTmG givat Yo TapAdELY Lo AOLOYOVOL KOl GAAOL
nePPOALOVTIIKOL  TOPAYOVTEG, OPUOVIKEG UETOPOAEC €ite OoKOUOL KOl  OPKETEC
YUYOAOYIKES EMPAPVVGEIS, TOL £YOLV TNV EVYEPELNL VO EVEPYOTOMGOVY UEPIKOVS
ONUOVTIKOVG BLOAOYIKOVG UNYOVIGLOVS GTO OVOPOTIVO GOU TOV TOCYOVIOV KOl LE
avtOV TOV TPOTMO Vo dNUOLPYNoOLY TNV VIapén TG GLYKEKPUEVNS TAONoNg

(Akhavani et al., 2015).

Apxketég pelétec ov omoieg Ppiokoviar o €EEMEN, evepyouv pe KLPLOTEPO
OTOY0 VO KATOPEPOLY VO, KATOVOGOLV TANPMG TOVE TOPATAVED TOPAyoVTES Kot TN
puéfodo pe v omoiot GAANAOETIOPOVV GTNV OVATTVEN TOV TAONCE®V AVTAG TNG
HOPONG. MEAETEG TV TEAELTOUMV YPOVOV EYOVV EEKIVIGEL VO, EPELVOVY OAOVE TOVG
TOPOTAVE TAPAYOVTEG Ol omoiot mepiEyovtol kot mailovv kabopiotikd poAog v

naboyévnon g v Adym ndbnong (Andreoli et al., 2019).
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Xe 0,TL £(EL VO KOVEL IE TOVG YEVETIKOVG TOPAYOVTES, QoiveTal OTL OPIGUEVOL
yovidla Tailovv poOAo otV gpedvion, poper Kot cofapdtnta e vocov. Ot acBeveig
TOL KANPOVOUOVV OO TOVG YOVEIS TOUG OVTE To Yovidla €lvol 7O EMPPENEIS val
eupavicovv v mhOnon. Avtd dev onuaivel 0Tt o dropa pe to yovidiw avtd Oo
VOGNGOVV OTMCONTOTE KAOMG Kot GALOL TAPAYOVTEG, TEPIPAALOVTIKOL KOl OPLLOVIKOL,

CLUUETEYOVV otV gvepyomnoinomn ¢ aoBévelng (Myasoedova et al., 2014).

[Mopdra avtd, Tpog to Tapdv, dev VEIoTATAL ATOAVTOS KOl OKPIPNG TPOTOG LE
o160 vo olamotmlel 1 cvyKekpEvn emppéneln. €ite pe otOX0 va mpoPArepOel
TAP®S To1og AvOpmmoc Ba mapovsidcel po Tétoln Thhnon kdmowo otypr] otn Lo
tov. Kdmoww omd ta yovidwe to omoio €yovv evtomiotel mwg oplobetovv v
Tpoddeom G v AOY® TAONONG AvVTITPOS®TEHOLV YoVidia Ta 0moia TapaKolovdovv
M 0pAcMN TOV AVOGOAOYIKOD GUOTHHOTOS. ALTO 0EV ONUOIVEL TG Ol TAGYOVTEG Ol
omoiol mapovoldlovy To. ovykekpluéva yovidiw Bo vooncovv  KAmOoTE, APOV
dwokpiveror g pio akoAovbio amd GAla yovidla (ta mepiocdtepa dev elvar axkoOpo
YVOOTH) AL Kot ddpopot mepifariovtikol Tapdyovteg mailovv kaboploTikd poro

oTNV enay®YN TG &V AOYm mdOnong (Bijlsma et al., 2016).

e 0,11 €xel va KAVEL e TOVG TEPLPALALOVTIKOVS TAPAYOVTES, Elval ONUAVTIKO
va avagepbel TOC TETO01 TOPAYOVTES €ival TO KATVIGHA, Ol 101 &ite Ta fakTnpla To
omoia €ovv TN dvvaTHTNTA VO TVLPOSOTHGOLY TN dpdior TG VTAPENG OGS TETOLOG
ndOnong o€ avOPOTOVG TV OTOI®MV TO YEVETIKO VITOGTP®ILO TOVG KOOoTA eEopeTIKA
evaicOntovg oe o té€towo mabnon. Eivor onupoavtikd, dpme, vo toviotel mwg olywg
Kapio amoAdtog apgiBoria, N cvykekpyévn tanon oev etvon petadotikn (Berg et

al., 2018).

TéNoG, vPioTAVTOL KOl 01 OPROVIKOL TAPAYOVTES, TIGTEVETAL OTL TO VA0 KO ™
dwtapayn KAmowwv oppovav pmopel va oyetiletal pe v ékepacn g vocov. H
mBavotnta eppdviong ™ PA otig yuvaikeg eivan 2-3 @opég peyorvtepn amd 0Tl
OTOVG AVTPES, VA T0 75% TV eykdmv ue PA mapovoidlovv avBdpuntn veeon g
vOGOL KATA TN OBpKELD TNG EYKLHOOVLYNG, Kol £Eapor Alyeg eBooudoeg petd tov

toketo (Firestein, 2015).
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3.3 Khaviki Ewkova,

Khvua ewcova opiletor og to copntdpate mov givat opatd amd £101KoHs Tov
AGYOAOVVTOL PE TNV aVATTTVLEY. ZLYVA Yo T SMIGTM®ON TOVG amaLTEITOL i GEPA
wTpkov eetdoemy, TapoTL peptkd pmopet va eivar "opotd" kot pe To Yopvo patt Tov

£101K0V.

H vk ewcova dtakpivetatl otig apBpikég kat otig eEmapOpikég eKONAMOELS.
Ye 0,11 €yel va KAvel e TIc apbpikég elval onpaviikd vo TovioTtel Tog 1 ev Ady®
ndonorn amoterel o etepoyev] mbnon mov to Eekivnuo Ko M eEEMEN g elvan
EPIKTO va. dtapépovy amd avBpwmo oe dvBpomo. H tumiky mabnon avtig e Hopong
éxel otadokd Eexivnuo pe mwoOvo, SuoKapyio OAAG Kol TPNEWO OPKETOV Kot
SLLPOPETIK®V apBpdGemV oL £ivol EPIKTO va d10pkoHV amd PePIKES ELOOUAOES EMC
Kot pepwcovs pnves. Etvar epiktd va veiotavtal, TapdAAniao, YEVIKGA GUUTTOUATO,
Omwg glval yuor Tapadetypa YoUnAOg TUPETOS, andieto Papovs, aicOnuo kKovpaonc,

uvadyiec, avope&io kin (Klippel et al., 2018).

H mpowvn dvokapyio n omoia kpatdel meprocdtepo and 1 dpa amoterel Eva
Baowko yvopiopa g ev AOY® mdinone. Ot maoyovieg SUGKOAEDOVTIOL VO KIVI|COLV TIG
apBpmoelg oV mepintwon otny onoia extBupovy vo onkwbovv amd to kpePdrt gite
otav petvoov oty d1a Béon o peyddo ypovikod ddotnua. Emiong, sivor epikto va
Eumvouv 1 émg 2 dpec mo vopig an’ OTL TIG TEPICCOTEPES POPES YL VO, LOIoTOTAL
YPOVIOG VA YOAUPMOCOLV 01 0pBpDGELS €iTE VO TAEVOLV TOL XEPLOL TOVG HE YMAPO VEPO

10 TP, TPoKEWEVODL Vo fondncovy otny kivntikdtntd toug (Katz et al., 2016).

[MopdAAnia, Ovokoievoviar oe KaOnuepivég Opdoelg, Ommg eivor 7y
TAPASELYLO TO TGO €VOG TOUOAOL OO Lo TOPTE, GTO Gvolypo Kamowov Palov,
0TO KOOUT®UN TOV KOVUTI®OV atd To, povyo Toug e€outiog Tov 1oYVPoL TOVOL KoL TOL
TpN&iRaTog TOV Kopmdv oAl Kol Tov HKpav apbpoccov tov dveo axpov. H
OLYKEKPIUEVN TTAON oM Exel TN dVVATOTNTO VAL TPOGPAALEL TIG TEPLPEPIKES OPOPDOTEIS

og 6A0VG 6YedoV Tovg maoyovteg (Klippel et al., 2018).

Y10 Eexivnuo g maOnong TG meplocodTEPEG QOPES TPOGPAAAOVTAL Ol

UETOKOAPTIOPOAQYYIKES Kot £YYOS POAAYYOPOUAXYYIKES apOPDOOEDV TOV dOKTOAMY TWV
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dve dKpwv, ol KaPTol, 0l LEGOPUANYYIKES aPOBPDOGELS TOV avILEIp®V KOOMG emiong
Kol ot apBpmdoelg Tov dokTOAWV TV KAt dxpov. Oco mepdvel 0 kapdc Kot
eEediooeTon 1 ovykekpluévn mdOnomn, elvar epiktd voa wpoosPAnbodv mo peydieg
apBpmoelc, OTMG etvat Yo TOPAEOELY L0 01 TOOOKVI|LUKEG, OL OYKADVES, TO, YOVOTO KOODS

emiong kot ot dpot (Myasoedova et al., 2014).

Ye mo ondvieg mepumtdoelg  eivor  dvvatdov  va  wpooPAnbodv ot
KPOTOQOYVAOIKES, 01 0TEPVOKAEIIKEG 0pBpMdOELg KaBME EMIoNG Kot 1 QUYEVIKN Hoipa
NG GMOVOLAIKNG GTAANG. £T0 onueio avtd, ivor oNUOVTIKO Vo TOVIGTEL TG Ol AVE®
QOAAYYOPOAOYYIKEG apBpdoEC Kol 1 BmPaKO-0GELIKN HOipO NG GTOVOLAMKNG
oTNANG dev givar ePiktd va mpocsPAnBodv and 1 cvykekpyévn madnon. H apBpum
CUUUETOYN €lval TIG TEPLOCOTEPEG QOPEG GLUUETPIKN, ONAadN mpocsPdAiloviat
mapopoleg apbpmoelg kol omd TG 2 pEPLEG Tov avOpdmvov coduatoc. Avtd elval
duvaTtov vo unv epeavég mavtote oamd to Eekiviuo g avdmrtuéng g ev Ady®

nabnong (Berg et al., 2018).

Ye 0,11 &gl va khvel pe T e€mapBpikég ekONADOELS, €lval oNUOVTIKO Vo
emonuaviel mog 1 ovyKekpyévn madnon eivar ePkTO vo TpooPaAlel kot GAAQ
opyava eKTOG amd T apBpmdoels. Avtd Ta Opyava Uopet va givot To dEpua, T LATLA,
o1 TVEVLOVES, M Kapold, ta ayyeia kKA. To mapandve yeyovog Tig TEPIGGOTEPES POPES
viomoteitat apyotepa omd TV e£EMEN TG cLYKEKPLUEVNS ThONong péxpt kan to 50%.
H mo dwdedopévn (néxpt 35%) exdniwon avtig ™G popens eival 1o cbvdpopo
Sjorgen, mov ava@épOnKe Kol GE TPONYOVUEVN EVOTNTA KOL TOL TAPOLCLAleTal pE

Enpopbaiuio kot Enpootopia (Firestein, 2015).

Ta pevpotikd olidl ocvvaviovtor ce mocootd 25 €woc kot 50% o
eEedlocovian og Béoelc mieong, OTMG ival Yo TOPASELYLOL Ol OYKMVEG, Ol OiAAELOL
TEVOVTEC, To OAKTVAN KAT. Ta ev Aoy olidia €yovv dueon oyxéon pe TV opoBeTikn
ndonon avtg TG HopPNG. Zyedov 1o 1/2 twv macydviov mapovctdlovv mayvvon
vrelKOTO 68 avToyieg (TIC TEPIGGATEPEG POPEG dlY®G TNV VTOPEN CLUTTOUATOV)

(Klippel et al., 2018).

[Thgvprrikny cvALoyT| Kot TAevpitida, eival ePIKTO Vo tvat ApUEOTEPOTAELPT) GE

1060010 25% TV TEPoTATIKOV ovTt®v. [Tapovsidaloviot pe duokoiio otV avamvon
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kot Bopokwkd movo. Ilocootd péypt ko 30% twv mooydévieov eEelMocouvv
TOPEYYVUATIKY] TVELHOVIKT TTaOnom pe mvevpovikd olida (Tig meplocOTEPES POPES
dtymg Vv vmapén cvounTOUdTOV) Kot d1dyuTn O1dpesn TVELHOVIKY TTdOnomn, 1 onoia
TG TEPLOTOTEPES POPEG oldlel o peydho Padbuod pe v womabr Tvevpovikn tvoon,

™V amoPpoKTikn Bpoyyloiitida kAw (Scott et al., 2015).

H ovykekpévn véocog elvar dvvatdv vo kdével, okouo, mepkopditida
(cvAAoyn VYPOV O©TO TEPIKAPOIO) OALL GE EAAYIOTEG MEPWMTMOOELS TAPOLGLALEL
kaBopiopéva copntopata. Eniong, eivar epikto va evromiotel ayyelitidoa pkpdtepmv
ayyelov mov elval Wiaitepa acLVNIGTO PAVOUEVO Kol YEVIKA £XEL TN duVATOTNTO VO
nepopiletar oto OAKTLVAN Kol otV Koltn tv ovoywv. Eivar gpiktd, duwg, va
ONUIOVPYNOEL OKOUO KOl TEPLPEPIKT VEVPOTAOEIDL KOl TOAALOTAT HovoveLPITIOQ, M
omoio TIG TeEPLGGOTEPEG POPEC eppaviletal pe mrmon akpag yepds eite Kol moddg

(Klippel et al., 2018).
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3.4 Avdyvoon

Q¢ duyvoon opiletor n xpnon EMOTNUOVIKOV 1] KAWVIKOV HeBOd®V Yo Tnv
eopaimon Tov aitov Kot TG eHoNg ¢ achévelag 1 g PAAPNG amd v Thoyet Eva
dtopo, Kabmg kol 1 emaKOAOVON AEITOVPYIKY OVETAPKELD TOV TPOKOAEITAL OO TNV

naforoyio. H didyvwon dnpiovpyet t faon yio v mepibaiyn tov achevoic.

“H ovykexkpyévn madnon owyryvookete 00VoKo Ao oto Tp®To. emineda. To
yeYovog avtd ®¢ Mt T0 TAEICTOV TTPOEPYETAL OO OPKETEG Kol OLOLPOPETIKES QUTIEG.
Apyikd, TG meplocoTEPEG POPEG elvar epktd va omokaAveBel pe pio povoyo

eétaon.”

Ta cvpntopata mov gpeavifovtal vopig katd ™ ddpkelo pog acbévelag
glval ouyva Mo acaen Kol adlopopomointa amd oVTA TOV TPOKVTTOLV KABMG M

acéveln eEediooeTal, KaOoTOVTAG TV O SVCKOATN GTIYUN Yo aKplpn ddyvmon .

H enitevén evog axpipoic copmepdopatog eEaptdTon amd To YPOVOSLAYPOLLLLOL
KOl TV 0KOA0LOio TOV CLUTTOUATOV, TO TAPEAOOV 1TPIKO 1GTOPIKO Kol TAPAYOVTES
KIVOUVOL Yl optopéveg acBéveleg kot amd po tpoceatn ékbeon oe acbéveieg. O
YwTpog, Kotd TN Odyvmon, Paciletor emiong oe ddpopeg GAAeg evdeilels OTmg
QULOKG onueio, PN AEKTIKA CNUOTO KIVOUVOL KOl TO OTOTEAECUATO ETIAEYUEVOV
EPYOUOTNPLOK®Y KOl OKTIVOAOYIKOV Kol OAA®V €EETACEWV OMEKOVIONS. ATO TOV
peydio oplud otoyeimv mov cvykevip®Onkav, po Aioto TOUVOV SyVAOGEDV

UTOPEL VoL TPOGOLOPLOTEL, TOV OVOPEPOVTAL MG 1) SLAPOPIKT| OLAYVOON.

Axépo, n popen Kot 1 BapvuTnTo TOV CUUTTOUATOV SOPOPOTOLOVLVTAL 0T
nhoyovia o€ macyovta. EmmAéov, sivar mbBavov va amorteiton ypovog, £T01 OGTE Vo
amokAelcbovv dAlec mBavEg dayvadcels, KaOMOG Ta cupumtdpaTo avTtd givol duvatdv
va potdlovv e onuovtikd Pabud pe diia €idn apbpitdag (IoPacodémoviog Kot

Mavikov, 2017).

g 0,TL &Y€l VL KAVEL [LE TO OTOMKO OVOUVNOTIKO, Bo TPEmEL Vo TOVIGTEL T™g
KOTOYPAQOVTOL TG  GUUTTOUATO TOL  TWAoYovto, TWOTE KoL 7OG AT
npotoep@aviotnkay. H moldtnta g emkowvoviag e Tov EKAGTOTE TAGYOVTO KOl TOL

Bepamovtog yatpov xel tepdotia onpacia. [a wapdaderypa, n Teptypaen Tov TOVOL,

36



™G AyKVA®ONG KoBMG emiong kol TS apfpikng KATAGTPOPNS Kol TV UETAPOADV
TOVG 610 YPOVO, givar (®OTIKNG onuaciag yu v oplofétnon g TpdTNG EKTIUNONG

TOL Y1aTpov Yo T ovykekpuévn tabnon (IoPfoacdmoviog kat Mavikov, 2017).

v euvoikn e€étaocm mEPLEXETAL N TANPNG WITPIKT €EETAOT) TOV GLOTNUATOV
TOV OVOPOTIVOV 0PYOVIGLOV, OIS Yo TOPAOELYILO. TOV OEPUOTOC, TMV TVELUOVOV,
™G KOPOdG, NG KOWiAG, TV apfpdoemV, TOV VELPIKAOV OVIOVOKALGTIKOV, TNG
HLIKNG dvvapung KAT. Ao v GAAN TAELPA, Ol EPYUCTNPLOKES EEETACELG Elval otV
EVYEPELDL TOV YOITPOV Kot €YoV cav PactkdtePo oTdY0 TN OlELKOAVVON ElTE TN
Bonbewa yro T BEATIOT KOTAVONON TOV GCUUTTOUATOV TOV TOCYOVIOV KOl €V TEAEL

™ dwdikacio g dSdyveong (Majithia and Geraci, 2017).

Mo ko e€étacm avtng ™S HopeNG €ival TO TEGT Y10 TOV EVIOMIGUO TOL
pELHOTOEN TTapdyovTa, £vOG TOHOAOYIKOD OVTICOUOTOS TO Omoio evtomiletal GTo
aipo TOV o TOAADV TacYOVI®V HE TN GLYKEKPUEVN TTdOnon (to aviichpota givol
e€e1d1KevUEVEG TPMOTEIVEG, ayaBd TOL VOGOAOYIKOD GUGTHLOTOS T, OTOI0. KOVOVIKA
nailovv onuavTikd pOAO GTNV VIOGTNPIEN TNG ALLVAG TOL OPYOVIGHLOV EVOC TAGYOVTO

amo6 E€voug eloPoleic) (IMoPfacdmovrog kot Mavikov, 2017).

[Topd t0 YeEYOVOG 0WTo, OUMG, deV gival OAOL Ol TAGYOVTES ALTHG TNG BN oNG
Oetikol otov &v AOy®m mopdyovto, KUPIOG OTO TPAOTO EMMESN TNG CLYKEKPIUEVIG
nédOnong, ovte 10 GHVOAO TV ATOU®V pE TOV Topdyovto avtdv e€eAlocovy TNV €V
AMoym maOnom. Alleg kowég €EeTAOEIS OWTOV TOL TOUTOL &IVl 1 YEVIKN OHUOTOG
(AevkokvTTOpIKOG TOUMOG, TopaKoAoVONoN Yo avoios KAT) kaBmg emiong Kot M
TayvTo Kobilnong tov epudpdv apoceatpiov (to oroia deiyvovv v Hapén Hog

nopeng eAeyprovic) (Scott et al., 2015).

TéNog, voioTavtal ot akTvoAoyKéS Kol Aoutég eetdoelg. Ot Tdoyovteg pue
OLYKEKPIUEVN TTAONON VTOPAAAOVTOL GTNV OKTIVOAOYIKY EKTIUNGN TOV apOpdceEwV
£to1 dote va oplofetnBel oe onuavtikd Babud n mbovy dmapén Kot 1o eninedo TV
apbpikadv SwPpwcewv. Emmiéov, omv mepintwon oty omoio kpiBel onuovTiko,
voiotavtal dpopeg AAleg e€etdoelg (OTMS Yo TOPASEYHO OTAEC OKTIVOYPOPIES,
aovikn Topoypagio, VIEPNYOYPUPIO KAT) Ol Omoieg €Yovv TNV ELYEPED VO

YPNOEVGOVY o€ HeYAAO Pabud pe Poaocikdtepo otdX0 TN depedvnon g
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HOpPPOAOYIOG KOl NG  YEVIKOTEPNG OPACNG TMV  CLYKEKPIUEVOV  OpYaveV

(ToPacomovrog ko Mavikov, 2017).

H odyvoon g pevpatoedovs apbpitidoag, Omwg kot OA®V TOV  PELUATIKOV

nafncewv, otpileTat:
» X710 TAPEC IGTOPIKO
» X1V TPooeKTIKN KAV e€étaon
»  X1oV KATOAANAO EpYOoTNPLOKO EAEYYO KO

»  XTOV OMOKAEIOUO HEPIKES POPEG OPIOUEVAOV GAAMY PEVUOTIKMOV TOONGEWV TOV
nmpémel va AapfPdvovtol vToOyT KaTA TN SyVOOTIKN Kol O10pOopOdloyVOCTIKN

TPOGEYYIoN TOV 060EVODS e PAEYUOVDOES KAVIKO 0pBp1kd GUVIpOLO

Q¢ odnyd, ot PevUOTOAGYOl YPNOIUOTOOVYV EMTE  KPITHPL TO  Omoio
vioBetnOnkav to 1987 and to Apepikavikdé Koréyro Pevpoatoroyiag (ACR). T va
1e0el caeng ddyvmon, Ba mpémel va TANPOVVTOL TOLAAYIGTOV TEGGEP OO QVTA TO
kpupia. Emiong 0o mpémel to cvpmtopato va veiotavior Yo, TovAdyeotov €6

ePOOpAadES
Ta kprrpra Tov ACR yia ) Pevpartogion ApOpitida (PA) eivar ta axdAovba:

» H mpown dvokapyio tov tpocPefAnuévov apbpdoemv yio TovAdyioTOoV Hio

opo

» Tavtdypovn QAeYHOVI] GE TPEIG N TEPLGGOTEPES JAPOPETIKEG apOpdOoES 1

TEPLOYES apHpOCEDV
» ®Leypovn oTig apOpOGELS TOV XEPLOV

»  ZoupeTpikn eAeyuovn, OnA. TpocsPoir TV 810V apdpdcemv 1 TEPLOYDOV Kol

oT0 OVO NUILOPLL TOV CAOUATOG
» Ymapén pevpoatikodv olidiov

>  Oetikn EETOOT Y100 PEVULATOELIN TOPAYOVTOL
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» Tomkéc adhowwoelg PA opatég oy axtivoypagio

O g€etdoelg aipatog mapéyovv emiong onpoavtikés mAnpoeopiec. IToArol
acBeveic Ba BpebBovdv Oetikol yio pevpaTOEdN TOPAYOVTIQ, £VO OVTICOUO TO OmOoi0
OTOYEVEL OTO, 100 TO OVTIOOUATO TOV 0cBevi), LYMAG eminedo TOL OmOiOV

AVEVPIGKOVTOL GE OVOPAOTOVG LLE PELUOTOELT apBpiTida.

Me Bdon ta 0edopéva TOV 1GTOPIKOV KOl TO KAWVIKG YOPOKTNPIGTIKA TOV
QAEYLOVAOO0VG 0pOBp1koy GUVOPOLOL OLOUOPPDVETOL 1 OPYIKY] JYVOCTIKY] GKEYM
TOV PEVHOTOAOYOV TOL UTOPEL UEPIKES (POPEG VO KATOANYEL OTN Jdyvewon 1 va
neplopilel onuavtikd 10 QAcpHe TV THOVOV SyVOCEDV 00NYOVIOS £T0L GTNV
TPOYLOTOTOINGOT  TOL  KOTAAANAOL gpyootnplokod eréyyov. Telkd omd 1
OCUVEKTIUNON TOV KAWIKOV Kol EPYOCTNPOKOV EUPNUATOV  TEKUNPLOVETOL T

Ayvwon TG peELUATOEB0VG apBpitidag.

Me oto)x0 TV PO SAyveon TG PELUOTOEW0VS apbpitidac, mov mailet
kafoplotikd omv  amotedecpatikétnTo TG Oepamevtikig  mapéuPaong, TOAD
TPOGEATO TPOTAOMNKOV KOl YPNOLOTOOVVTAL VEN KOl WHE TOCGOTIKN EKTiUnom

dryveotikd kprmpta. Ta kpitiplo avtd avoeEépovot:

1) otV apBpitida mov pmopel vo mapel okop amd 1 émg 5 avdrioya pe v

EVTOMION Kot ToV aptipd TV mposPefinuévav apbpmcemv,

2) oto peopatocdn] wopayovia (RA test) 11 6ta avii-CCP avricopata mov

umopet va whpovv okop 2 N 3 avdioya pe to fabuod g BeTikdTTAC TOVG,

3) oy tayvmre kabilnens Tov pvlpav mpospupiov (TKE) § oty C-
avtidpaca tpmteivn (CRP) mov pmopet va mdpovv okop 0 1 1 avdroyo pe

TO €0V 01 TYES TOVG fva PLGIOAOYIKEG 1 aLENUEVES Ko

4) ot dapkero ™G apBpitidag mov umopei va mapet okop 0N 1 avaroya pe to
edv etvan pikpdtepn amd 6 gfdopndoeg 1 tovAdyiotov ion pe 6 efdouddec. To
LEYOADTEPO dLVOTO GKop o€ KABe acbevn e pevpatoedn| apbpitda eivar 10.
Aldyvoon ¢ pevpatostdong opbpitidag yivetor Otav 1o oKop gival

TOVAQYLeTOV 6.
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Ot aktwvoypagieg eivar yprolwes oty moapakorovOnon g e&éMéng g
pevpaTogldovg apbpitidag kot Tov AoV ™G oTig aplpdoelg pe TV TEPodo TOL
ypovov. H poayvntkn topoypagio MRI kon o1 vépnyot pmopodv va fonbricovy otnv

ektipnon g coPapotntog g vocov (I'opacdérovriog kot Mavikov, 2017).
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3.6 Ala@opiki] owayvoon

Awpopikn] ddyvoon etvar 1 SlyvooTikn Oldtkacio pEG® NG omoiog
amokAeiovpe moONCE pHE TOPOUO GULUTTOUOTO (OOTE VO KOTUANEOLUE OTNV
emkpatéotepn owdyvoon. ILy. yio éva mondi mov dev AL TPoYWPOVUE GE SLOPOPIKY|

SAyvmon HETAED KOPMONG Kol YUYIKNG SLoTapoyiG.

H évvola g dapopikng didyvmong mepthapfavel v mopakoiovdnon kot
avaKGALYT onueimv Kol CUUTTOUAT®V, OTASKO VTOAOYIGUO TOV TEPICGOTEPO
mOovOV TaONGEMV, GTI GUVEXELD ATTOKAEIGUO LEPIKAOV TOAVAOV S1yVAOCEWDV Lo LETA
™V GAAN OGOV 6T0 TEAOG Vo Peivel pdvo pia cuykekpipévn didyvmon mov va eényet

OA0L ToL oMUETD KO TO, COUTTAOUOTO TOL 0GOEVOVG.

O ywTpog opyavavel T Alota pe v mo mhovn didyveoon mov diveton TpdTa.
[Tpoodopilovion mpdchetec mANpoPopieg Kat EMAEYOVTAL KATAAANAES OOKIUES TTOL Oal
neplopicovv ) Aioto i) Oa emPefordoovy pio amd Tig mbavig acBéveles. (Macfarlane

etal., 2014).

Eniong, og opiopévec TepUITOCELG 1) GUVOAIKN KAVIKT €IKOVO OVATTOGGETOL
LLE TO TTEPACLLOL TOV ETMV KO LOVAYO AlYd COUTTOUOTA TOPOLGLALOVTOL OO TO TPAOTA
otdo. Me tov Tpdmo avtdv o Bepdmov YyiaTpodg ypnoonolel Eva peydAo QAo
OVYYPOVOV UECHV LE GTOYO VO, SLYVAOCEL TV €V AOY® TTAON O™ Kot va. KatopOdoet va
amoKAEIGEL AAAEG KOTAOTAGELS KOl VOGTLOTO TOV €ivat mhovov va potdouvv pe avtiv

(Macfarlane et al., 2014).

41



3.5 OePUMEVTIKY] OVTIHETOTION

Ogpaneio N oAMOG wTpkn Bepameia etvor ol peces 1 Eppeses TaPEUPATIKES
dwdkacieg mpog Peitioon evog mpoPAnpatog vyelag, cvvibog petd omd pio
duyvmon. Avtd pmopel va onpoaivel TANPN OmOKATACTOON, UEPIKY OTOKATAGTAOT),

elte d1apopovg Padpovc dlayelptondTTos edv dgv emttevydel amokatdoToon.

"Emg ™ onuepivn emoyn oev €xel avokaivgtel Kdmoo Oepomeio yio T poviun
toaon g mhOnong avtig g popenc. Ilapd to yeyovog owtd, OpmS, M AUEST Kol
KATOAANAN aymy"| tpontonotel o€ onpavtikd Badud v e£EMEN g v Adym Tdonong.
210V¢ PACIKOTEPOVG GKOTOVG TNG AVTILETMOMTIONG QVTHG TEPLEYOVTAL 1| TANPNG VPECT
(OnAaodn otapdmuo TG malnomng, mov omotelel Kot TOovV PacikdTEPO GTOYO), M
avVOKOVQIoN OO TOV TOVO GE GLUVOVLACUO LE TN YEVIKY TOPAKOAOVONGN OA®V T®V
CUUTTOUATOV TNG TABNONGS, N TPOANYN TV (NUIBV TOV 0pBpOGEDY Kol GUVETOS N
dwdkacio ¢ TPOANYNG TOV TOPUUOPPDCENDY, TOV AEITOVPYIKAOV KIWVNTIKOV
dwtapay®v aArd Kot g avammpiog kabag emiong kot 1 evioyvon kot 1 feAtioon g

nototntag (mng Tov ovykekplpuévov taoyoviov (Bijlsma et al., 2016).

Kpumpuo 1o onoio amotelovv PacikéC mOpaUETPOVS e GTOYO TNV EMLTUYIO
TOV TOPATOVEO OepamevTiK®V OKOT®OV €ivol 1 Guecn Olyvmon, M TPON Kot
KATOAANAN Oepamentikn mapépPacn, o cuyvog EAeyyog amd €101kd Bepdmovta 1aTpd, N
eCatopikevon g Bepamevtikng pneddoov avtipeT®miong mwov Oa emieytel cHHPEOVQ
HE TIC 1010UTEPOTNTEG TOV EKACTOTE TACYOVIO, 1 KOTAAANAN KOl OTOUTOOUEVN

Katdption kabmg eniong kot 1 yevikdtepn cuppodpemon tov tdoyovta (Macfarlane et

al., 2014).

H goppoxevtikn ayoyn n omoia ¥pnotpuedel yio TNV AVILETOTICT QLT TNG
ndonong ywpiletar oe 4 Sapopetikég opddeg mov eivol To OVOAYNTIKG, TO Un
OTEPOELON OVTIPAEYUOVAON QappoKe, 1 KOPTILOVY], TA TPOTOTOMTIKA NG ThOnong
eapuoka Ommg N pebotpelarn, Aeprlovvouion KAT, Kot o floloyikd TpoTOTOMTIKA
™G OLYKEKPUEVNG ThOnong (0mwg eivor ywoo mopddstypo M woMELAuUTY, 1
prrovéaumnn, n tostalovpdunn kin) (Bijlsma et al., 2016).
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AVOADTIKOTEPO, YO0 TNV  OVIIUETOTION TNG PEVUATOEWOOVS opOpitidog

ypPNoporoovvtol 4 Pacikég OpAOES POPUAKOV:

» Ta maveimova dev apKOLV Y10l VO AVTILETOMIGTEL 1] PEVUATOEIONG apbpitida,
OAAG elval xpNoLa, ETEWN LEYIGTOTOLOVV TNV OVAKOVPIOTIKY 0pAcn GAA®V,
o eEEOIKEVUEVOV QUPUAK®V. ZVvYvOTEPO YPNCLOTOLEITAL TOPUKETAUOAN.
Mmnopet va Aappdvetan eite Eexmpiotd, eite pali pe dGAlo @dpupoka, gite og
oLVOLOCUO e KMOETYN 1| GALD PAPLLOKOL.

» Ta Mn otepogidn aviipreypovaon edppokae MEIAD mepropilovv tov TOVO
Kol 1o oidnua. H dpdion toug Eexivd péoa oe Ayec dpeg kat dtopKel amd Ayeg
DOPEG PEYPL KOl OAOKAN PN TNV NUEPO, AVAAOYO TV OVGIOL.

» Ta otepoedn eivar moAD amotelecpatikd ot HEl®ON NG (PAEYLOVIC.
[Tapéo mov dev Ogpomedovv TANP®SG T VOGO, TNV KATOUGTEAAOLV.
Xopnyovvion €ite oe evéoiun Hopen €vOoPAEPLa, €VOOUVTKA, 1 pEoa GTNV
GpBpwon, eite pe TN LOPON YATUDV.

» Ta avripevpotika odppoko emitifevior oty acBéveln kot Oyl oto
ocvuntopata. [apdro wov dev givorl Tavsimova, HELOVOLY TOV TOVO, TO O1OTLL0L
Kot TN dvokapyio, péoa oe pepkég efOopddeg 1 unves, Sttt emPpadvvovy

VOGO KO TIG EMMTAOCELS TNG OTIG apOpdSEIC. Agv EYOVV AUEGO ATOTEAEGLA.

Ta tehevtaio £t 1 €£EMEN ™G KATAVONONG TOV TOHOYEVETIKMOV UNYAVICUDV
NG GLYKEKPIUEVT G TABNoNG Ko 1 eEEMEN ¢ Proteyvoloyiag aenoav v avamTuén
KOl TV €10YOPNON PLOAOYIKOV TPOTOMTIK®OV TNG TAONONG PUPLOKEVTIKOV AY®Y®OV
ot Bepaneio ¢ ev AMdy® VOGOV, TOL ATOTEAEL OLOYPOVIKA U0 OO TIG KUPLOTEPECS
Oepamevticég e€elilelc 010 oLYKeKPEVO KAAD0. Ta Prodoyikd TpomomomTikd avTng
™G HopeNg eivol akpiPBég PUPUOKEVTIKEG ay®YEC Ol Oomoieg £yovv Tn SvVATOTNTO
€EOVOETEPMONG TOV KLTTOPOKIVAV €ITE KATOIOWV GLYKEKPIUEVOV KLTTAPWOV TOV
nailovv KaBoploTikd poro otnv e£EMEN TG ev Adym mdbnoneg. Me v kotdAAnAn
YPNON OTOV EKAGTOTE TAGYOVTO TOV KAUGGIKMV TPOTOTOMTIK®V €iTte TV BloAoyIK®V
TPOTOMTIKAOV €ivol ot ovyypovn emoyn odvvaty) m enitevédn TV ToPUTave

Bepamevtikdv okontmv (Macfarlane et al., 2014).
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Mn QopHOKEVTIKA HEGH TEPIEXOVY TNV KATAAANAN KATAPTION TOL TAGYOVIA,
NV YUYOA0YIKN VTOGTNPIEY, TV EEKOVPAOT) KATA TO 05D EMIMEDO TOV GCLUTTOUATOV,
MV KATAAANAN €Edoknon, TN euowkobepaneio, TV epyobepomeio, T SOUTNTIKA
SLUPOVAELTIKY|, AowTEG TaPEUPACELS TOV £0VV GOV PACIKOTEPO GTOYO TNV EAATTOON
TOV KOPOLOYYEIKOD KIVOUVOL (OTI®G Y10 TOPASEIYUO GTAUATNO TOV KOTVIGHOTOG)
kaBmg emiong kot ™ ddkasion TPOANYNS TNG 0GTEOMOPMONGS, TOV EUPoMacuHd pe
oTOYO TNV EANTTOOY TOV AOUMODV ETUTAOK®V €EUITIOG TNG OVOCOKATUCTOATIKNG
Bepaneiog kabhg emiong kot dopbotikd péoa (dmwg Yoo Tapaderypa vapOnKes Kot
VITOONUATO HE OTOYO TNV TPOANYN TOV TOPAUOPPACEDV OAAG Kol TNV OGO TO
dvvatdv PEATIoTN ocuvtipnon Tov €HPOVE TOV KIVICEDV TOV apfpdoE®V TOV
nhoyovta). TELOG, vEIoTATOL KOl 1] XEPOLPYIKT] OAVTILETOTIOT, 1| OTOi0 VAOTTOLEITAL GE
apOp®OCEIS e ONUAVTIKO AEITOVPYIKO TTEPLOPICUO KOl 1GYXVPO AAYyoS, Onm¢ eivar Yo
Tapadelypa 1 apBpomAacTiKy YOVATOG iTE 10Y10V. L€ TEPACTIN TOPEKTOTION TV Al-

A2 omovdvAmV gival duvatov va. amarteiton apOpddeon (Zokkdg kot Ttabdkng, 2015).
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3.7 EE8aGn ¢ vooov ko Tpdyvemon

H évvola g mpdyvoong og mpofreyn oyetkd pe v mbavr ékfaor piog
enifeong acBévelag oeiyvel oplopéva coPoapd HEWOVEKTAUOTO OTO TAOIGIO TNG
KaONUEPIVIG KAVIKTG €Vvoloc. Zuyva xpNoLoToteitatl Yoo va meptypdyetl ta mbavd
OTOTEAECUOTO TNG VOOOL YeVIKA, N TV €&EMEN og mopeiog g vooov, Oyl v

OVOLEVOULEVT] TOPELD GE 0L GUYKEKPLUEVT TTEPITTOON.

2rc apBpaoelg, n kavoviky apBpworn (dniadn m tomobesion otnv omoia
OCLVEVAOVOVTOL OVO 0GTH) TEePLEYETOL 0md Tov apBpikd BOAako, Tov TV otnpilel Kot
™G mop€xel TV amoutovuevn mpootacio. Or  amoAngelg T@vV  Ovo  0GTMV
EMKOAOTTOVTAL OO YOVOPO. ATO TO €0MTEPIKO TUNUO, O TAPATOV® BOAoKOC
KoAOTTETOL Od TOV apBpiKd LUEVA, 0 010G AVATTOGGEL Eva VYPO, TO 0Toio KoAeiton
apBpkd vypo Ko Exel TNV gvyEpela v Mmaivel kol va OpEpel Toug yOVOPOLG Kot Tol

00ta péca otov apbpikd Bdiako (cako) (Zakkdg Kot Xtaddakng, 2015).

2y manon mov UEAETAUE OTN GLYKEKPUEVT] €PYOCin, TO OVOGOAOYIKO
GUOTNHO TOL AVOPOTIVOL OPYOVIGHOV TAPOVGIALEL CUYKEKPIUEVES LOTAPOYES. ZTOVG
TAOYOVTIEC, TO €V AOY® GUGTNUW, TOV €IVOL OOMIGTEVUEVO HE TNV TPOCTUGIO TOV
OOUOTOC amd TIG AOMEELS Kot TG veomAaoieg yio adtevkpivioteg autieg, emrifeton
oT0 KOTTOPO TOV 13100 TOL OPYAVIGUOD HEGO GTOV TOPATAVE® GAKO LE OVTO-PAATTIKES

ovvéneleg (Myasoedova et al., 2014).

Agv Ba pémet va Eeyvape, AAM®oTe, TOS aVTdg Elval Kot 0 Kuptotepog Adyog
mov M &v Adyw mabnon Aoyiletoar ocav avtodvoco cvotnue. Me v Vmopén g
CLYKEKPIUEVNG TTAONONMG, TO AEVKO OHOGPAipLO, TO OTOi0l OMOTEAOVV GNUAVTIIKO
KOUUATL TOL KOVOVIKOD 0lVOGOAOYIKOU GLUGTHIOTOG, GLAAEYOVTOL GTOV apOpikd LUEVA
Kol ovortoocovy T eAeypovny. Katd v eEEMEN ™G GAEYHOVIG, TOL GLYKEKPIUEVDL
KOTTOPO €EEMOOOVTOL KOL TIC TEPIOCOTEPES (QOPEG OPOVVTIOL HE TOHOAOYIKEG
nedddovg, petapdrioviag plikd Tov Kovovikd Aentd apbpikd o€ moyd Kol PE TOV
TPOTO OVTOV, M APOpwoN peYOA®VEL KOl Elval ETMOVLVY OTNV ETOPN OALL KOl GTNV

kivnon (Bijlsma et al., 2016).
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Oco meplocdTEPO OVOTTVCOETAL 1) GLYKEKPWEVT TTAONoY, TO TAPUTAVED
KOtTOpo Ta omoia dmBovv 1oV apBpikd LUEVO EMEKTEIVOVTAL, EGXWPOVV Kol
TOPAAAN AL S1oBp@dVOLY TOVG apBPIKOVS 10TOVG KATAGTPEPOVTOS ETGL TOVG YOVOPOLG
Kot To 06Td. Ot mepPdAlovieg PG, GHVIEGOL KAt TEVOVTESG, Ol 0TOi0L TPOPOOOTOVV
Kot otofepomoovv v dpbpwon, e£acbevovv onuavtikd kot TAEOV dgv €xovv TN

duvartotnto va dpdoovv vd Kavovikég ovvOnkeg (Myasoedova et al., 2014).

Me tov TpdmO aVTOV, OVOTTVGGETAL TOVOG KOl SUCLOPPIN TOV apOpdoe®V.
KaBopiotikd péro ce 6o ovtd Tailovy Kot 01 PAEYLOVOIEIS AVTIOPACELS, Ol OTOoleg
BonBovv omv ammielo aoTikng palag, KATL To omoio €ivol EQIKTO VO TPOKOAEGEL
ooteondpwon. ‘Epevveg €xovv Ociéel g N KATOGTPOPN TV 06TOV 0pyilel ta dvo
TPOTO, XPOVIa amd To Eekivnua g cLYKEKPLUEVNG TaBNoNg (Xakkdg Kot XTaddkng,
2015).

H moapoandve kotdotaon tovilel ™ onuavTikomta TG QUecns ddyvoong
KOl TOV TPMIUOV EEKIVAUATOC TG OEPATEVTIKNG Oy®YNG, LE GTOYO TNV ATOSOTIKOTEPT
pOBIoN TG GLYKEKPLUEVN G TABNoNG. LTo onpeio avtd, ivol ONUAVTIKO VL TOVIOTEL
O EKTOC amd TIC aAPOPADGELS, 1 CLYKEKPIUEVN VOGOG €lval EPIKTO Vo OMUOVPYNOEL
onuovTiKa mpoPAnuato kot oe GAAa Opyova. Ot mo SlodEOOUEVES GLYVOTNTEG
eEwopHpikdV eKONAOOE®V givar M avoipic, T0 GUVOPOUO KOPTIONIOV COANVO, TO
VodoplaL pevpatoeldn] olida, m okAnpitida, o cOvopopo Sjorgen, m didpeon
TVELUOVIKY tvoon, N ayyeitda kabhg eniong kot n wepkapditida (Bijlsma et al.,

2016).

Ievikotepa, etvar onpovtikd vo avaeepBel Tog 1 EEMEN TG GVYKEKPIUEVNG
O oNG SLPEPEL TOVAAYIGTOV pE 3 SOPOPETIKES Ko TOAVEG EKONAMGELS TOV €lval M
povokvkikn (1 emelcdd0 to omoio vAomolgiton péoa oe ddoTnua 2 €m¢ Ko S
YPOV®V), N TOAVKLKAIKY (1 €vepydTnTa TNG TAONONG VTG EUPOVILEL OMUOVTIKES
Jdlkvpdvoel) Kabdg emiong kot M mpoodevtikny (N whOnon eEaxoiovbel va
TOPOVGIALEL AVOOIKT TAGT TNG CUAVTIKOTNTOG Kot OEV TOPOVSIALEL Kopio amoAdT™g

v@eon) (Andreoli et al., 2019).

Ye épevveg mov £yovv yivel 10 10% tov macyoviov elyov amodpour g

ndOnong. Tig meprocoOTEPES POPEG, N GLYKEKPUEVT] TAONON akOAOVOEL TPOOSEVTIKY|
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e€EMEn emdevodpevn pe apyod eite paydaio pvOud (70%). Xxeddv to 1/4 tov
TaoOVIOV &rovv dladeimovoa €EEMEN pe vEEcES Kol onuaviikés eEdpoelg. O
pLOUGG ™S aKTVOAOYIKNG €EEMENG TG €V AOY® TaBnomng eivar Gueon to TpmTo 2
POV Kot emPBPadOvVETOL GTAOOKE LE CUVETELD VO GUCCOPEVOVTAL LUE TO TEPAGLLOL

TOV €TOV 01 {Nuég Tov apbphcenv (Zakkdg Kot Ztabdkng, 2015).

H e&éMén g ovykekpuévng mdbnong £xet dueon oyéon kot e&aptnon and
10 €Mimedo ™G 0oTKNG PAAPNG, TN QLGIOAOYIKY] KOTAGTOGYN TOV TAGKOVIO, TNV
YUYOAOYIKT] TOL KOTAoTOoN OAAG kot to Aowrd maforoywkd Inriuoto mov
avtipetonilel. Kokol mpoyvmotikol mapdyovieg pe otoyo v €EEMEN ™ mdbnong
OLTAG TS LOPPNG Eival Ol TPOYEG OKTIVOAOYIKEG dLOPPMGELS, TO Yuvaukeio eOAO, O
Oetikog RF gite ACPA, n avodikn Tdom Tov OEKTOV QAEYUOVAG, M EUUEVOLGO
vuevitidoa, mn  moAvapOpikn ocvppetoyn, ot eEmapfpOTIKES  EKONAMGELS TOV
avaeépnkay  mopomdve, M YOUNAY  AETovpykn  dvvatdTNTA, TO  YOUNAO
YPNUOTOOIKOVOLIKO Kol KOWMVIKO eminedo kabmg emiong Kot 10 yeyovog mwg pmopet

va vopiotatal cuvvoonpodtta (Bijlsma et al., 2016).
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39 Ipoinym

[IpdAnym eivar n mpoomdBela v aVTILETOTIGTOOV Ol OUTIEG TOV YEVVOUV KOt
avamopdyovv £va TpOPAnUa £T161 ®oTE va petmbel n mhovotnta epeaviong tov. Alvet
éupaon o€ &va ocOHVOLO SOUNUEVOV EVEPYEIDV OV KAOIGTOUV TO ATOHO KAV Vo
HELDGEL 1] KO VO ao@UYEL okOUN pio peEAAOVTIKY EaptnTikny cvumepupopd. Eotidlet
Kopiowg o€ ouddec M «mAnbBvopovgy mov dev €yovv voBethoel eEupTNTIKEG
ocoumeprpopés. H Opdon g amevBhvetar 610 cdvoro Tov TANBLGHOL KaBdg TO
{nrovuevo g eival va eoTIcEL TIg IKOVOTNTES, SLVOTOTNTESG Kol 6£E10TNTES TOL KAOE
OTOLOL EVICYVOVTOG TNV GLTOEKTIUN O], BEATIOVOVTOG TIC SLOUTPOCMOTIKES TOV GYECGELS

Kol EVOLVOUAOVOVTAG TNV WYLYIKN LYyela Kot icoppomio Tov (Zeiprog, 2016).

H euvocoeia g TIpoAnyng eivar pio Betikn dwdikacio. Xtnpilel ta dropa
KOl TO, GUGTIULATO (OCTE VO, AVTILETOTICOVV TI TPOKANGELS TV YEYOVOT®OV TNG (NG
KOl TIG aAAOYEG, ONUOVPYDOVTOG TIG GLVONKES TOL TPOAYOVV VYIEIC CLUTEPIPOPES KOl

TpoOmovs {oNg.
[TpoAnym eilvar :

> O evépyeleg TOV UTOPOVUE VO KAVOLUE TPOKEIUEVOL VO, PEATIOCOVUE TIG
cuvBnKkeg g Lomg pog

> No ovtpetonilovpe OVOKOAES KOTAGTAGES KAVOVTIOS EMAOYEG TOL  HOG
TPOGTATEVOVV

> H ovolaotikn emikovavio e TOV €0VTO LG Kot TOVG GALOVG

> H ovppetoyn pog oe 0épota g Kowotntag oty omoio. {ovpe kol pog
apOPOvV.

> H ovvednt) emhoyn va {ovue yopig ovoieg kot eEaptnoelg

> Mia ovveyng owdikacio mov cvpPaivel KaONUEPIVA GTNV OKOYEVELD, GTO
oyolelo, otV gpyacia, otV TOPEN, GTNV YELTOVIA

> Tpomog (mng

> YnoBeon 6Awv pog
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H mnpwtoyevig mpoAnyn tov efaptoewv aomotedel amd TN OTIyUn Tng
TOPOVCIOG TNG OTNV EAANVIKI TPOYUOTIKOTNTO {0MG TNV OTOTEAEGUOTIKOTEPT AVON
1060 o€ BELOTO KOWVMOVIKNG CLVOYNG 000 Kal EVIGYLong TG Yotk vyeiog (Zeipiog,
2016).

H mpoinyn givar n kohdtepn emhoyn. Mia mopdpueTpog e S10Tpoens Kot Tov
Tpomov {oNg elvar Ko M ANYN CUUTANPOUATOV O0TPOPNG, TA OmOoie GaiveTal va

&xovv KaboploTikd poAo otV eEEMEN TG PELUATOEDOVS apOpiTIdag.

SOUQOVO LE TO ATOTEAECUATO TNG EPEVVAG TOV TTpayHatomoince T0 EAAnviKo
Tdpopa Pevpatoroyiag, ot pevpatikéc mabnoelg mapovstdlovy avénuévn cuyvotnta
omv EALGSa. Zvykekpyéva, 10 27% tov evniikov (niadn 1 otovg 4 'EAdnvec
eviAikec!) mapovotdlel Kdmo pevpatTiky TAONoM, EVO 1 PELUATOEWNS apBpitida

OmOTEAEL TO CLYVOTEPO PAEYLOVMOEG PEVUOTIKO VOOT|LLCL.

Mwpég allayég otn Oatpo@rn, Ommg Peitimon g mocdTNMTOC Kol NG
TO1OTNTOG TPOPNG UE TNV KATAVAAMOT TEPICCOTEPWOV AMTOPDOV YOPLDV, PPOVTOV Kol
AOYOVIKADV KoL TOL TEPLOPIGHOV TOV KOKKIVOL KPEATOG KOl TMV KOPESUEVAOV MITOPDOV,
UTOpEl Vo EMPEPOVV CNUAVTIKES OAAAYEG OTN) GLYVOTNTO KOU TNV 0EVTNTO TV
npofAnuatwv tov apbpocewv. IHapdrAinia, aAlayéc otov tpoémo (m1g, OmMS O
TEPLOPIGUOG TOV KOTVIGLOTOG Kol TNG KATOVAAMONG AAKOOA, 0AAE Kot 1 avénon g
COUOTIKNG OpaCTNPLOTNTAS, UTOPOVV Vo €yovv OeTikn oupPoin. Avtd GAA®OTE
vroopilel kot N avaokdnnor meEPLecoTeP®V amd 1.900 pedetmdv/epevvdv mov xovv
oe&oybel amd 1o 1948 péypr onuepa pe aviikeipevo Tig pevpatikés madnoelg. H
peAétn-avookonnon onuooctednke oto  “Rheumatology” kot xotéhnye o710
CLUTEPOCHO. OTL TETOOV €I00VG OAAAYES UTOPOVV VO EYOVV CTUOVTIKA OQEAT GTNV

vyeia TV apbpdcenv (Zeiprog, 2016).
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KEDPAAAIO IV

4.1 Noonevtuds [opeppacag

H Oepameio kor m @poviida T0v TAGKOVTO HE TOVO, EKTOG POPUOKEVTIKNG
ayoyng eivor dSuvaTdv va ivol Kot U QUPUOKEVTIKT), TOV (OIVOUEVIKA Elval OTAY|.
210 080 emimedo NG cvyKekpEVNG TAONONG, 0 TAGYOV TIC TEPIGTOTEPES POPES OEV
Exel evepyod polo ota pétpo avakoveiong. Ilapd to yeyovdg avtd, OpmS, otV
TEPIMTOGT GTNV ONOI0 TOV TOPEXETOL 1) OTOLTOVUEVT] YULYIKT KOl QUGIKT EVEPYELD,
EXEL TNV EVYEPELD VO LADEL TEYVIKEG ALTOOYWYNG E GTOYO TNV avaKoOPLET TOV THVOL
tov omoio acBdvetal (OTmS Yo wapddetypa ikdves yordpwong kArn) (Akhavani et

al., 2015).

Eivar onpavtiko, opwmg, o mdoyov vo KotapTiotel KatdAAnia, 6e amAn Kot
KOTOVONTH YAMGOO, £TCL MOGTE VO, AMOOEYTEL pia TapOUotag Lopeng Bepameia. Axoua,
okomdg g e&v A0y Bepameiog, elvar onuaviikd vo amotelel M €AATTOON TNG
e€ApTNONG amd TIG QOUPUAKEVTIKES Ay®YEG KaOMDC emiong kot 1 ovodlkn Téorn NG
YPNOUOTNTOS U QPOPUOKOAOYIKAOV UETP®V TPOKEWEVOL Vo emEAOEL 1 avakovPlon
tov movov. Télog, eivor kaboplotikd va emonuaviodv ta mbavd oEAN ™G un
(QOPUOKEVTIKNG OepamevTikng HeBOJOV AVIWETMOMIONG Y10 TOV TOVO, OV TEPLEYOLV
TNV 0VOJSIKY TAGT TNG SVVATOTNTOS TOV TAGYOVTO VO OVTILETOTILEL 1e emTuyio TOV
TOVO, TNV EVIOYLON TNG YEVIKOTEPTG KATAGTAOTC TOLS KOG emiong Kot TNV gvioyvon
™G EVYEPELOG EVEPYOV POAOL GTN QLGIKoDepameio, TNV evBdppuvon yia vo Toipvel
LEPOG OTIG KaONUEPIVEG dpACELS, eVioYVOVTAG GE SNUAVTIKO Babpd v avtoektiumon

Kot TV avto@povtido tov (Andreoli et al., 2019).

2T0 U1 QOPUOKELTIKE HECH TEPLEXETOL 1 EAATTMOT TOL Ayyovg (elval
LoTikng onuociog £T61 MOTE VO AVAKOVPIOTEL 0 TAGYOV amd TOV TOVO, KaODS avtd
elval EQIKTO Vo EMPEPEL TEPAOTIEG EMPPOEC KL EMOPACELS TOGO oTNV aicOnomn Tov

TGVoL OGO Kol GtV avtidpacn o€ avtdv). ['evikdtepa, To Ayyog Umopel vo TpospyeTaL
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amd v TpoPreyn mdvov gite akdpa kol and TV aicOnon Tov Tdvov. Ayyog umopet

va vpiotatal kot omd enddvvn epnelpio (Majithia and Geraci, 2017).

2115 OepamevTIKEG TEYVIKEG EIVOL EPIKTO VO, TEPLEXETOAL 1) OEPLATIKY O1EYEPOT,
0 TMEPICTAGUAC, 1 OVOAYNGio EYEPOUEVIC PAVTOGING, 1 YOALP®OT, 1 LAAAEN KaOdG
emiong ko 1o Bepamevtid dyyrypo (pio Bepaneio 6TV 0moio 0 VOGNAELTNS OALUEGOV
TOV YePLOV TOL peTaPiPdletl evépyela oTov TAGYKOVTA, KATL TO 0010 Tailel oNUOVTIKO
POLO GTNV EAGTTOOT TOV GyYOLG KOl GTNV avaKOVEIGN TOL TOVOV) (AVOPLOVAKOS Kot

Bovdotvpng, 2015).
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4.2 O P60 tov Noonphevm

O NoonAevtng, ektdc amd v extédeot kadnkdviwv mov cyetiCovral pe v
TOPOY| QPOUPUOKEVTIKNG OYOYNG KOl, YEVIKOTEPO, TI) VOGNAEVLTIKY (@POVTIOO TOV
acBevovg, KaAdeltoar vo emteAéoel Eva cuveXEG £pyo mov mepAapPdvel évvoleg Ko
evépyeleg, OmMm¢ elvar n aydmn, 1 aAAnAeyyom, o oefacudg, m oavtobvoio. Xnv
nePIMTOON NG PEVUATOEWOOVG apbpitidac, katd tnv omoio o acBevig Ppioketon
avTETOTOG e 0&D TOvo, 1| epovtida kot 1 fonbeto TOV EVOEYETOL VO TOL TAPAGYEL O
voonAevtg eivan moAverinedn. Tov voonievtn Papdvel n evBOvN va exmondevoel Tov
acBevn, OOTE AVTOG VAL ATOKTNGEL AVEKTIKOTNTA, WYOYIKN OUVOUN Kol YVAGELS, GYETIKA

LE TNV OVTILETMOTIOT TOV TOVOL Kal TNG VOGOL TOV.

[MapdAinia, Tov voonievtn PBapovel 1 evBovn g ekmaidgvong tov achevoic
OYETIKA pe TNV opBoloyikn ypNon TG QPOPUOKEVTIKNG ay®wyNG TOG0, OGO Kol TNG
euotkoBepaneiog. InUovtik6tato poAo, ®oTOCO, Tailel N evOappvvon K LEPOVS TOV
VOONAELT] TPOG TOV aoBev) Yo GLUUETOYN TOL OTIS OPACTNPIOTNTES TNG
KaONUEPIVOTNTOG, YEYOVOC IOV EKTOC Atd TNV aWTOoPPOVTidn Tov Bo feATidoEL Ko TV

OVTOEKTIUN O] TOV.

Méca 6Tovg 6TdY0VE KAALTEPELONG TG TOLOTNTOS (NS TOV asBevoig peilova
pOrO TailOvV M OVTIUETOTIOY TOV AYYOVS TOV A0HEVOVS MG TPOS TNV EUPAVIOT] TOL
TOVOL TOV, TNV OVTILETMTICT TOL EXEPYOUEVOV TOVOL TOV, TNV £VIOCT] TOL TOVOVL, TNV

amodoyn ovuPivong ue Tov moévo kot tnv aobévero (Majithia and Geraci, 2017).

O voonlevtng KoAeiton €miong vo TPOCEEPEL AVAKOVPIGN GTOV TOVO TOV
acBevovg, péca amd pefddove Kol TEXVIKES, OMMG &lval 1 OEPUATIKY O1EYEPOT], O
TEPICTOAGLOG, 1| AVOAYNGio EYEPOUEVNG QOVTAGTOG, 1] XOALP®GT, Ol LOAGEELS 1) OKOUT
Kol T0 «BepamenTikd dyytypoy», kobmg Kot 1 ekmaidgvon Tov acbevodc moTte va
umopel o 1010¢ vo epapudlel TG TEYVIKEG OVTEC oTa onueion TOL TOPOLGLALOLV

eAeypov. Xuvoyilovtog, 0 pOAOG TOL VOOIAELTH TEPLYPAPETAL OC KOTOTEPW:
O Pdiog Tov Noonirevt 611 Atayvoon:

Kotd ) dwdpkela g e€étaong 016yvoons, 0 VOSNAELTIG OTOTEAEL OIUOVTIKO

ap®YO yia Tov 10Tpod, KOO dSVvaTOL VoL PPOVTIGEL:
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Mo v Tpoetopacio Tov acbevos Tpwv v eE€taon,
Mo v Aym 1oL aToIKOD 16TOPIKOD TOV,
Mo v AMym 1oL 01KOYEVELOKOV 1GTOPLKOV,

Mo v mopoyn Pondetag otov 1tpd KoTd ™ didpketa tng e&€raong (Atzeni et
al., 2016).

O Péiog Tov Noonrevti ot Ogpamneio:

O podiog tov voonievtn katd tn Oepameio evog acbevodc mov vooel amd

pevpatoedn apOpitida Kot omonteitol 1 SOV 6€ VOGOKOUEIO N 1| emiokeyn Yo TV

TOPOYN NG PUPUOKELTIKNG TOL Oywyns, €ivor efoupetikd evepyds. O vOoonAevng

avorappavet:

>

>

Tnv mpoetoipacio Tov acOevolc Yo T ANYN TS POPLOKEVTIKNG OY®YNG,

Tn xopnynon g QOPUAKEVTIKNG Oy®YNG Kol TOV TOVCITOVOV, EQPOCOV OVTY|

elval og evéoun popen 1 amotel voonAevutikn mopéupaon,
Tnv vroompiEn Tov acbevoic,
2y vrootpién Tov achevovg Katd T puoikobepamneia,

Koatd ™ dudpkela yepovpyiknig avTipet®dnions, g Ponbog tov yepovpyod

Tpov,

Katd ™ didpketo g avavnyng omd to xepovpyeio (Repping-Wuts et al.,
2018).

O Porog Tov Noonrevti otnv Ilpoinyn:

O pOLOG TG AVAAVTIKNG KO EKTETAUEVNG EVIILEPOONG TOV AGOEVOLS Y10 TOVG

TPOTOVG LLE TOVG OToiovg pmopel va mepropicel v acBévela 1 va omo@vHyel TV

eEAMAMON TOV GCLUTTOUATOV NG, Papvvel oe TOAD peydro Badud tov voonievtn. H

evnuépmon pmopel va meprAauPdvel AekTiK] ouvopAio, mopovcioomn 1 Kol

ekmaidevon —enidelén (Macfarlane et al., 2014).
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4.3 NoonhsuTik0d GYE010 PPovTIooS aofevoig

‘Eva 1€1010 o%£510 amotedel Evav odnyo yia TiC E01KEG AVAYKES TOV EKACTOTE
TAGYOVIO JTVTOUEVOS €0TIALOVTOS OTOVG KLPLOTEPOVS GTOYOG, TPOKEUEVOL Ol
VOONAELTIKEG eVEPYELEG Va glvar kaBopiopéveg Ko vAomoopes. H doun tov ev Aoyw
oyxediov oprobeteitor cOpPwva pe TO EQOPUOLOUEVO GUGTNUO  VOOTAEVTIKNG
epovtidag Kot Yoo ovtd 10 AOYo givar dvvatdv va veictatar Eva peydio @dopo
SLPOPETIKMY E0DV KOl LOPPDV TOV GLYKEKPIUEVOD oyediov. To Pacikdtepo dperog
™G TeEKUNploong pe ool avTNG NG HOPONG &lvar m evioyvon g SopMUEVNS
EMKOWVOVIOG aVAIESH GTOVG emayyeEALOTIES VYEiog, TPOKEIUEVOD va. SlacPaAileTal 1
OLVEXELN TNG EEATOUIKEVUEVEG TTPOYPAUUATIGUEVNG PPOVTIONG TOV Taoyovta (Majithia

and Geraci, 2017).

To oyédo avtd oprobetel TOV KLPWOTEPO TLADVOE TNG GLYKEKPEVNG
QPOVTIONG O)L LOVAXO GTO VOGIAELTIKO avOpAOTIVO duVapIKO 0ALY KOl GTOV TAGYOVTOL
KOl TNV OKOYEVEWD Tov. Mg N dpdon TG TEKUNPIOONS TNG CLUEMOVING OVOUESO
OTOVG TACYOVTIEC KOl TOVG VOOTAELTEG TPOCPEPETUL EVKALPIO. VIO TOV TAGYOVIO VO
éxel evepyd polo otn dwdwocio ANyng oamoedcemv ywo T @povtida tov. H
KATOYPOQP] TOV EMIMESOV TOL GOYESCUOD TPOCPEPEL GULVEYELDL GTI QPOVTION,
BeAtidvel acOntd v emkovaovia, mailel kaBopiotikd porlo otov kabopioud twv
OTTOLTNCEWV OTEAEYMONG TNG LANPECING EITE NG EKACTOTE HOVASOS, TEKUNPLOVEL TN
VOONAELTIKY] OpAoT KOl TOPOAANAG €XEL TNV ELYEPELL TOL GLVIOVIGUOV 1TNg
TapeXOUEVNG GPOVTIONG avApeso oTovg emayyelpotiec vysiog (Avoplavakog kot

Bovdotvpng, 2015).

‘Eva KoAd ox€010 avTNG TG HOPONG Otiyvel TV €101KN @POVTIdo TOV
avOpOTOL OVTAVAKAMVTOS TS OVNOLYIEG TOL 1010V Kol TIC COUOTIKES, WYUYIKES,
KOWOVIKEG OAAG KO TOAMTIGHIKES OVAYKEG Kot tkavotnTég Tov. H dnuovpyio evodg
TETOLOL OYEOIOV EMIKEVIPMOVETOL GTN VOONAEVLTIKY @povtida. H voonievtiky dpdon
oprobeteitol Gav £vay TAKTIKO GUGTNUOTIKO TPOTO 0plofEéTnong TG KatdoTtaong TG
vyelag Tov mhoyovta, oplobetel Ta KupLOTEPO {NTHHOTA TOL OTTOI TOPOVGIALOVTOL GOV
STAPUYES OTNV EKTANPOOT] TOV OVOPOTIVOV OVOYKOV, OVOTTOCCOVTOS GYEOLN LE

o100 TNV €milvon TV TPOPANUATOV Kot apudlovtag To Y€ HECH EKTIUNONG
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™G €KTOONG OV TO G010 NTOV OMOOOTIKO GTNV Tpoay®myn g evelilag Kot otV

enilvon Tov {nmudtov ta omoio veiotavtal (Myasoedova et al., 2014).

H voonievtikn dpdon avaeépetor cov TV ETKLPOUEVT] OAANAETIdpaoN
OTNV Omoia. O EMAYYEALATIEG VYEING EXKVPDOVOVY GE GLVEVVONON LE TOV TAGYOVTO, TU
avTdg KoTavoel Yo Tig avhykes tov. H dpdon avthg g Hopeng ival GUGTNUATIKY
kabhg eotialel kol otn Bewpio TOV GLOTNUATOV, VO €ival KoL QLVOULKY] OPOV
ouvdéetan pe Opdoelg amd OAo To emimeda kol KOTOAyEl o Kabopiopéva
anoteréopata. To Pacikdtepo yvapiopd g eival 0 avOpOTICTIKOG YOPOKTPOS TNG
kaBmg 0 oKomdc g elval vo Pondnocel Toug avBpdmovg va £xovv gvepyd poLo 6T
@povTida Tovug Kot vo avamtOEeL pia PAom Yo TOV EKAGTOTE VOOTAEVTY], TPOKELLEVOL
v GLAAEEEL Oedopéva Yo TIC ATOMKEG aVAYKES TG PpovTidag mov Ba ypelootel vo

npoopépet (Klippel et al., 2018).
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44 Noon)gvtua) mapéuPoon-copBoviss oy poiaym éyyovs

Onwg tovioTnke Kol TOPOmTAve TO Ayxog Kot To oTpeg OxL UOvVo dpovv
apvnTIKd oty vmapén g cVYKEKPIUEVNG TdOnong aAAd To 110 To oTpeg emPapuvet
ONUOVTIKA TOV TAGYOVTO KOl KOTA TNV TEPI0d0 NG TAOMO™NG TOV AVATTUGCOVTOS LE
aVTOV TOV TPOTO Evav UeYAAO0 @avAo KOKAO. To dyyog eoutiog TV TOPATOGEWV
G OKEYELS TIG TEPICCOTEPES POPEG OVOMTUGGETOL GE [0 TEAEIMG KOVOVIKY
avtidpaon o€ o ayyoyodvo KatdoTaon Kobmg o avOpmmog avtdc TeplEyeTon og Evav

@oOA0 KOKAO 0 omoiog dtanmvilel v yoykn wieon (Bijlsma et al., 2016).

Ov yoyoroywol mapdperpor, ot omoiot mailovv onuaviikd poro otV
oproBétnon Kot Tov KaBopiopd TOL GLYKEKPILEVOL POVAOL KUKAOL, GLVIGTAVIOL GE
TOPOTOWGELS TNG CKEYNG. ZaV YEVIKES GUUPBOVAEG KOTATOAEUNONG TNG CLUYKEKPLULEVNG
KATAoTooNG, He ite diymg TV LIOGTHPIEN YVYOAGYOVL, Eival oNUAVTIKO 0 dvOpwTOC
VO OITOKTO 0L KOAT] 0DTOYVOGIO KOl ETOIHOTNTA GTO VO, KATOTOAENAEL OGO YivETOL TTLO
aVOOLVO TIC OVATOPEVKTEC OTPECOYOVEC KOTAOTAGES TNG KOOMUEPVOTNTAC TOL

(Atzeni et al., 2016).

e OTL €Yl Vo KAVEL [IE TNV EMKOIWVOVIOKT GXECT] VOGNAELTY| KOl TAGYOVTO,
etvar onuavtikd va TovioTel Tog 1 v AOY® GYEGT XPNOUEVEL Yo TNV TPOUYWYN TNG
avamTuENG ToL TACcKOVTA GaV AVOPWOTOG, Yo TNV emilvon (ntnudtov kot v e&EMEn
G ALTOYVAOGING amd TNV TAEVPE Tov Tacyovta. H emayyeApatikn oyéon voonievt
KOl TAoYOVIO OlOPOPOTOIEITOL 0 ONUOVTIKO Pabud amd TG KOWmVIKEG OYECELS

(Repping-Wuts et al., 2018).

Ta xvuprotepa yvopiopato e enayyeALOTIKNG OepamevTikng oyéong eivat ta
TopOKATO. Apywd veictotor €otioon otov mdoyovta, kATl T0 omoio mailgt
oNUOVTIKO poOrlo oty emitevén kabopiopévov okomav. Emiong, Ponbast oy
EMAYYEAUOTIKY KOODC 0 voonAevtng £xet v euxépel  vo  avoldapel
dtpopomompévoug poOAOVG, 0AAG M oxéon TAvVIO £6TIALEL OTIC OMOLTNOELS KOl TIC
OVAYKEG TOL EKAGTOTE TAGYOVTO. ['evikOTEPQ, 1| EMOYYEALATIKY] GYECT OTOXEVEL OTNV

emitevén kaboplopuévav GKOTOV. XTOY0G AVTOV TOV GYEcE®V givarl va Pondnocet o
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VOGNAELTHG TOV TACKOV VO, TETVYEL TOLG 6TOYOVG oL Exovv 1ebel (Macfarlane et al.,
2014).

Ymv emayyeApatikn oyéon eivor, axopo, koboploTikd vo tnpeitor to
KATAAANAO emimedo avtikelpuevikomrog. [lapd 10 yeyovoc mwg ot voonAevtég oev
TPEMEL VO, £IvOl EVTEADS OVTIKEILEVIKOL, YPEALETAL VO OTOPEVYOVV VO TOPAGVPOVTOL
a0 OTOUIKEG TPOKOTOANYELS €lTe 0€ MOAAEG mepmTM®GES v TawTilovtal pe To
cuvacOnpota v tacydviov. H evacyoinon pe ta cuvoisOnuato Kot Tic oamdyels
TOV VOGTAELTH OEV KOO OTOAVTMG OXECT HE TNV OAANAETIOPOGT TOV dVO AVTAOV
puepmv. Me 10 TEPOGHO TOV XPOVOL, Ol VOGNAEVTEG EKTOLOEVOVTOL VO IGOPPOTOVV T
CUVOGONUOTE TOVG HE TNV EMOYYEALOTIKY] OVTIKELLEVIKOTNTO KOl VO KOADTTOLV
EVIEADG TIG OVAYKEG KO TIG OTOLTNOELS TOV £KAGTOTE TAoyovta (Majithia and Geraci,

2017).

Me o160 va yivel M emKowmvio O AmOd0TIKN VEICTAVIOL OPKETEG
TOKTIKEG. Mo €K TV KLplOTEP®V €lvanl 1M €vEPYNTIKY] OKPOOCT TTOL APOPA TNV
TPOCEKTIKY TTAPOKOAOVONGT OAOKANPOL TOL UNVOUOTOG TOL OMOGTOAEN, TOGO TOV
AekTiKOD 000 Kot TOv Un AekTikoV. O evepynTikdg oKpoaTnG OElYVEL CUUTEPIPOPES
TPOGOYNG, Ol OMOlEG TIC TEPLOGOTEPEG POPES UETAOIOOLY TNV TPOGOYN KOl TO
EVOLPEPOV O0TOV ekdoTote akpoat. H ovykekpiuévn toktikn &ivor €Qiktd va
BeAtidoer oawobntd kor MV ovtoektipnomn Tov macyovta (AvOoplovaKog Kot

Bovdovpng, 2015).

KoBopiotikd péro, emiong, mailel ko n evovvaicOnon, n omoia agopd v
evyépela va mpooeyyilel KAmolog Tovg GALOLS, Vo avTIAaUPAaveTal To GLVOICONUOTA
TOVG KOl VO TOVG KOWOTOLEL TV €V AOY® Katavomor. Xpeldletonr omd ToV VOCAELTH
Vo KOVEL 0TV AKPN TIG TPOoOTIKEG ToV afieg Kot KPIoES e 6TOYXO VO ATOKTNOEL
ocuvaichnon Tov actnudtov Tov TACKOVIN Kol VO KOTAPEPEL v £YEl KOAVTEPN
emwotvovia pali tov. H gumepio avtr| givon €@ikto vo TpocQEPEL GTOV TAGKOVTA TNV
aiocOnon mwg dev ivar POVOS TOL Kot TG VPIoTATOL KATOL0G 0 0T010g TOV KOTOVOEL

Kot avayvopilet mv a&ia tov (Akhavani et al., 2015).

Ot KVplOTEPEG  VOONAEVTIKES OLOYVAGELS, Ol OTOIEG OVTOTOKPIVOVTOL TIG

TEPIOCOTEPEG POPES KOAL OTIG WLYIKEG KOl KOWMVIKEG TapEUPATELS fvatl To EAAELpLL
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YVOGEMV, 1 KOWOVIKT amopdvmaon €ite 1 povasid eite 1 Sompory LATEVTIKY KOWVMVIKTY
OAANAETIOpaoT, Ol Un omwodOTIKOT UNYXAVICUOl KOTOTOAEUNGTN TOVG (yYOVLS, TO
aiocOnua advvapiog eite to aiocOnua ameAmciog, TO GTPES, 1 YOUNAN CLTOEKTIUN G
eEautiag Katdotaong eite ypodVIOG YOUNANG QVTOEKTIUNONG KABDS emiong Kot 1 un

amodoTIKN eKkTANpmon porwv (Myasoedova et al., 2014).

H Bepamevtikn emikotvaovio givor epiktd va ypnoIUENCEL GOV VOCAELTIKN
napéuPfoacn kot avtd cvpPaivel oty TEPITTOON GTNV OMOi. 0 VOONAELTHG KAVEL
YPNOM TOKTIKAOV ETIKOWVOVIOG pe otdyo va. fondnoetl Tov macyovia va Katophhacet ta
embountd aroteréopata. AvTd ta anoteAéopata eivol epiktd vo KatopBmbohv pe
OepamevTiKy emKovOVio, TOV TEPEXEL AVATTLEN QVTOYVOGING amd TOV TACYKOVTA,
evepyd pOLO TOL TAGYOVTO GTNV MiAvoN TPOPANUATOV, N AVATTVLEN CVTOEKTIUNONG,
N AVATTLEN TPOGOPUOCTIKMOV IKOVOTHTOV KOTOUTOAEUNGNG TOL Ayyovg Kabmg emiong

Kot Ek@paon Ko diepedvnon cvvaicOnudatov (Repping-Wuts et al., 2018).
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4.5 Ogporren Tk TIPOYPapL0. ACKTONG 6€ oDEVEIS B apBpindo.
INUovVTIKO POLO OTNV GVIETMOMIGT KOl KATOGTOAN NG VOGOL (QoiveTol vo
dwdpapatiCer ko 1 Ao doknon. Ov acBeveig Tpémel va akoAovBodv Eva appovikd
wpdypappo ovaravong kol aocknong. [lapott n avdmavon avakoveiletl T1g apbpwcelg
amd TN QAEYHOVN, M oKivnoio TpokaAel dvokapyio Kot poikn advvapio. ' avtod

ypeleTal £va 1IGOPPOTNUEVO TPOYPAULLLE CLVOVAGHOD AGKNONG KOt OVATOVGoNG.

H apBpitida eivar évag amd tovg cvvnbéotepovg Adyovg mov ot dvBpwmot
nepopilovy TIc copatikés opactnpottes. Ot mepiocdtepol mov TAGKOLV AmO
Kd&molo pevpatikd voonua eofodvior va acknbovv yiati miotevovy —Aavlacuéva- ot
Oa mpokarécovv mepautépm PAaPn. To avBpomivo copa eivor oyedlocpévo va

Keltat.

H adpdvelo emumiéov pmopel vo 00NyNoeEL 6 dAPOPOVS KvOHVOLG Yo TNV
vyela, ovumepropfavopévav  Tov Xakyoapmon  Awfpnmn  tmov 2,  TOV

Kopdiayysiokov tabncewv Kot g Octeondpwonc.

2OpQove pe TIG TEAELTOIEG TEKUNPLUOUEVEG UEAETEC M ACKNOY Opa GOV

«PAPHOKO» GE TOAEG THOOAOYIKES KATOGTACELS, Hidt amd 0VTEG eivart Kot 1) apOpitida.
O1 61001 £VOG BEPATELTIKOV TPOYPAULOTOS AoKNONG Yol TNV apBpitida ivar:

» ueioomn movov

> Peltimon Aettovpykdmrog

» &vioyvoT VTOEKTIUNGNG

» dwmpnon cmcetol Bapovg

»  KoAvtépevon Padiong

»  amoQevYN KapdloyyEIK®V TodNoEDY

> avénon evukaipldv Kowvovikoroinong (Baopopne ko Xtabdémoviog, 2017)

Yrdpyovv 4 xvplot tomotr doknong mov epapuodlovior ce OAa ta. BepamevTikd

TPOYPALLLOTO AGKNONG:
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Agpofia doknom: AvENOTM KOPSOYYEWKNG WKOVOTNTOS Kol ovTtoyng (..
TEPMATNUO HEOMG €vToons, modnAacia 1 xpnom otaTikod TOdNANTOV,

KoAvpupnon, xopog ).

Aocknon evovvapmong: BeAtidvel v poikn dvvoun kot pdlo Kot Ty 06TIKN

avtoyn (m.y. Aoknon pe Papdkio-Adotiya 1 pe To Pépog COUNTOS

Aocknon gvAvyioiog (Alatdoelc): Meudvel Tov KivOuvo TTOCEMV KOl 1] TOKTIKN
emovaAnymn stvor o koplor EmMA0YN o€ €va TPOypappe PEATIOONS QLGIKNG
katdotoonc. Eivatl Bacikég yia tnv mpobépuavon kot amobepaneio petd omnd

po cvvedpio AoKNoMG.

Aocknon tooppomiog: Evioyder v 1coppomio kKo v dOvaun kupiog tov

KATO AKPpOV, LEWOVOVTAG TOV KIVOUVO TTMOGEMY

Emnpocheta n doknon pésa oto vepd N v miciva eival wwitepa ypnoun
v tovg acbBevelg mov eivor vrépPapol N mayvoopkor N Exovv coPapd

npoPAnuata otig apfpmacels (Bacpapng ko Xtabdémoviog, 2017).

Eidoc doknoncg | ‘EvTaon | ZuxvoTnTtd KaTtaypaen
AzpoBia 'Hnia 3-4 nep1ddouc Twv 10 Aentwv/nuépa | HugpoAdylo doknong
Evduvapwon | ‘Hnia 2-3 @opec Tnv =Bdouada, pe 8-10 | HuepoAdyio acknonc
aoknosic Twv 10-15 enavaAfyewy Kal
anod 1-3 oeT.
Alataocsig ‘Hmia 3-5 popsc TNV BOopada kal n kabe | HuepoAdyio acknaonc
dilatacn va kpaTmierar yia  10-15
deuTepoAenTa
Icopponia ‘Hmia Avaloya TIC 101aITEPOTNTEC NG | HUEPoAdyIo aoknong
naboAoyiac
YdpoBepanei | 'Hnia Avaloya TIC 101aITEPOTNTEC NG | HUEPoAdyIo aoknong
a naboAoyiac

Ewova 4.5 : Ogpamevtikd mpdypappo doknong vy apbpitda (Bacpoapng ot
Ytabomoviog, 2017).
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NEA EPEYNHTIKA AEAOMENA

YKOTOG: TkomOG NG GLYKEKPIUEVNS épeuvag omotelel 1 8108k pehén kat m
EKTEVNG £PEVVOL TNG PEVLOTOELONG 0pOPITIONG, TPOKEEVOL LE TO TTEPOS TNG EV AOY®
epyaoiag va eipoote oe Béon vo avtAncovpe To BEATIOTO EMBLUNTA GLUTEPAGLOTA
Yl TO GLYKEKPIUEVO TTPOPANUa vyeiag. [a va emtevybel o cvykekpiuévog otodY0g Hal
npénel va pehetnBel n ev Adyw mabnom ocdupova pe v maboyévela, to aitio, to

CUUTTOUOTA, T1 SLAYVMOT AL Kot TN Bepaneio Tov TopovGLalEL.

Yo kon pé0000g: T cuvykekppévn mroylaky epyacio Oa vAomomjcovus pia
Broypapikn avookdémnon, mn omoia Bo eotdlel oe emeyuéva Gpbpo TV
TEAELTAIOV €TMOV, TOL AVIANONKaY amd O1Efvr), EAANVIKY] OAAG KOl OLOOIKTLOKT
BipAoypapio. Xe 6,11 £xel va KAveL pe TN YADOGGO dnpocievong twv dpbpwv, sivol
ONUOVTIKO VO TOVIGTEL TG 0 TEPLOPICUOG TOV LINPEE etvan Twg Bo Tpémer vor elvan

TNV AYYAIKY] YADGGO.

Amoteréopota: Katd ko opoloyia, 0 VOSNAELTAG EVIEP®VOVTAG TOV 0eBevn
vy TV acBEveln Kot yuo T dlayeipion e, TPOTEIVOVTAG TOV TPOTOVG OVOKOVPLIOTG
Y. Tov xpovio moévo kot peBdoovg pelmong TV KATOOMITIKOV GLUTTOUATOV,
ocupuPdrier ot Satpnon Kot PeATioon TG COUOTIKAG Kol YUXIKNG VYENG TOL

acBevn Tov TacyEL O peLLATOELN apbpitida.

Yopmepdopata: Ot voonievtég éxovv KaboploTIKO PORO GTNV OVAKODOLOT TNG
KOTWoNg mov oamotehel T0 PACIKOTEPO CLUTTOUN TG &V AdOy® mhOnong. Ot
VOONAELTEG  €lvOl  OMUOVTIKO VO EKTTAOEVOVTOL GUVEXDSG Kot vo.  Adpfdavovv
voonAevtiky] e€edikevon, pe PacikOTEPO GTOYO VO KOTAPEPVOLY VO OVTILETOTILOVV

OA0L TOL TPOPANLOLTAL, TOL CUUTTAOLOTA KO TIG EMUTTOCELS TNG CVYKEKPIUEVNG TAONOTG.
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NEA EPEYNHTIKA AEAOMENA

1. Combined Treatment of Etanercept and MTX Reverses Th1/Th2, Th17/Treg
Imbalance in Patients with Rheumatoid Arthritis

Chen Lina, Wang Conghua, Leng Nan, Zhu Ping
Journal of Clinical Immunology
August 2017, Volume 31, Issue 4, pp 596-605

Abstract

To explore the mechanism of Etanercept in the treatment of rheumatoid
arthritis (RA), we investigated whether the Th1/Th2 and Thil7/regulatory T cells
(Treg) imbalance could be reversed by Etanercept and whether the reversal was

related to the improvement of clinical indications.

Methods

We conducted a 12-week study in 40 active RA patients, of whom 20 were
given a stable weekly dose of methotrexate (MTX) alone and the other ten received
a combined therapy of Etanercept and MTX. Ten healthy donors were chosen as
controls. Frequencies of Thl, Th2, Thl7, and Treg were quantified using flow
cytometry, and related serum cytokines were detected by enzyme-linked
immunosorbent assay. The composite 28-joint count Disease Activity Score,

erythrocyte sedimentation rate, and C-reactive protein were assessed at each visit.

Conclusions

Percentages of IFN-y'Thl and IL-17"Th17 among CD4" T cells were
significantly higher, while CD4*CD25""Foxp3* Treg were significantly lower in
RA patients compared with those in healthy control. After 12 weeks of therapy of
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MTX single or combination of MTX and Etanercept, the circulating Th17/Treg ratio
significantly decreased, while no significant difference was observed in Th1/Th2
ratio. In combined therapy group, the Th17/Treg ratio was positively correlated with
the remittance of disease activity. IL-1p, TNF-a, IL-6, IL-17, and IL-23 were
significantly decreased, while TGF-B was significantly elevated. The Th17/Treg
ratio was positively related to TGF-B, but negatively correlated with IL-6.
Etanercept in combination with MTX ameliorates RA activity by normalizing the
distribution of Th17 and Treg, and their related cytokines, which may partly explain
the mechanism of combined therapy of Etanercept plus MTX in RA treatment.

1. 2vvovacuévy Ocpancio ue Etanercept kou MTX évavtt tis avicopporios

twv Thl / Th2, Thl7 / Treg c¢ acOeveig ue pevpatocion aplpitioo
Hepiinyn

o ™ dJepedhvnon tov unyovicpov g Etanercept ot Oepameio g
pevpatoeldovg apbpitdac (PA), diepeuvnbnke xatd mdGov N avicop pomio HeTAED
twv Thl / Th2 xon Th17 / Treg o umopovoe va avactpagel pe Etanercept kot av n)

AVTIGTPOOT aVTY| elye oxéon pe 1 Pertioon TV KAMVIK®OV evoeifemv.

MééBodor

[MpaypatomromOnke por perétn obpxetag 12 gfdopddomv oe 40 acbeveig pe
pevpatoeldn apbpitda, ek Tov omoiwv ot 20 Adupoavav pa otabepn efdopadiaio
doon tov @oapudkov  methotrexate (MTX), ot dAAiot 10 vmoBdAlovtav o
ocvvovacuévn Bepameia pe etanercept ko MTX, eved  emdéybnkav kot 10 vymg
001eg . O1 ovyvotnrteg twv Thl, Th2, Th17, kou Treg extyunnkav xpnotpontoldvTog
KUTTOPOUETPIO.  PONG, EVO  OLUVOQPELG KLTOKiveEG o0poL  aviyvedbnkav e
avocoppopnTikn dokipacio. ovvdedepuévn pe  évlopo. Xe kdabe  emiokeyn
vroAoyllotav n tayvnTa kabilnong epvbpav kuttdpwv kot g C-avtidpdoog

TPOTEIVNC.
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2vunepacuora

Ta mocooté tov IPN-y"Thl kot IL-17"Th17 évovtt tev avtictoyov yio ta
KOTTOPOL CD4" T NTOV ~ ONUOVTIIKA  DYNAOTEPO, EVO  EVOVIL  TO®V
CD4+CD25hi9hF0Xp3+ T puOUOTIKOV KLTTAP®V NTAV CMUAVTIKG XOUNAOTEPO GE
acBeveic pe peupatoeldn opHpitida oe GVYKPION HE OVTES TOV VYOV aTO LoV, MeTd
and 12 efdopnadeg Bepanciag pe MTX 1 cvvovaocud tov MTX ko Etanercept, n
avoroyia Th17 / Treg peidbnke onuoviikd, eved 0ev TopaTnpNONKE CNUOVTIKA
dwpopd oty avaroyio Thl / Th2.Ta IL-1B, TNP-a, 6nov ot tipég tov IL-6, IL-17
kot IL-23 Atav onupoavtikd peiwpéves, evo n TOP-B ftav onuavikd ovénuévn. H
avoroyia Th17 / Treg ftav Betikd cvoyetiopévn pe v TOP-B, addd apvntikd pe
v IL-6. To Etanercept oe cuvovacuo pe 1o MTX Bedtidvet ) dpactnplotnTa TG
PA oporomoiwvtog v katavour tov Th17 kot Treg, Kot TV GYETIKOV KVTOKIVOV
TOVG, M omoiot umopel v €ENYNoEL €V HEPEL TO UNYOVICUO TNG GUVOLOAGHEVNG

Oepameiag g etanercept /MTX ot Oepamneio g PA.

2. Longterm Safety of Patients Receiving Rituximab in Rheumatoid
Arthritis Clinical Trials

Ronald F. van Vollenhoven, Paul Emery, Clifton O. Bingham, Edward C. Keystone,
Roy Fleischmann, Daniele Furst, Katherine Macey, Marianne Sweetser, Ariella
Kelman, Ravi Rao.

The Journal of Reumatology

March 2017, Volume 37, Issue 3, pp 558-567

Abstract

Our purpose is to describe the safety profile of patients with RA who were
treated with rituximab in clinical trials. Because of the effect of rituximab on B
cells, we evaluated specific AE that were possibly attributable to B cell depletion, in
addition to safety events of special interest in patients with RA. This analysis
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involves a larger number of rituximab-treated patients than previously reported,
followed for multiple courses. These patients had a previous inadequate response to
TNF inhibitors and/or methotrexate (MTX).

Methods and Results

Pooled analysis of safety data, including adverse events (AE) and infections,
from patients treated with rituximab in combination with methotrexate in a global
clinical trial program. A total of 2578 patients with RA received at least 1 course of
rituximab. Safety analyses were based on 5013 patient-years of rituximab exposure.
The most frequent AE was infusion-related reactions (25% of patients during the
first infusion of Course 1). Less than 1% of infusion-related reactions were
considered serious. Rates of AE and serious AE (SAE; 17.85 events/100 patient-yrs,
95% CI 16.72, 19.06) were stable following each course. The overall serious
infection rate was 4.31/100 patient-years (95% CI 3.77, 4.92). Infections and serious
infections over time remained stable across 5 courses at 4—6 events/100 patient-
years. Compared with other patients with RA and with the general US population,

there was no increased risk of malignancy.

Conclusions

In this longterm safety update in RA clinical trial patients, rituximab
remained well tolerated over multiple courses. SAE and infections remained stable

over time and by treatment course.

2. Maxkpoypovia acedleia acOsvayv mov loufavovv Rituximab oce wivikég

OOKLUES pEVUATOELO0VS aplpitidag.
Hepiinyn

YKomdg TG TOPOoVoaS £PEVVOC EIVOL VO TEPLYPAPEL TO TPOPIA TV AcHEVDV
pe pevpotoetdn apbpitida mov hafav Oepaneio e rituximab ce KMVIKEG OOKIUES.

Adym g emidopaonc Tov rituximab oto B Agpgpoxvtroapa, a&loroynOnkav
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OLYKEKPIUEVEG ovemBounteg evdeifelg mov NTav mOavov va  amodofodv oe
elattoon tov B Aeppokvttdpav oe acBeveig e PA. Avti n avaivon mepthapfdvet
éva, peyaro apBpd achevav mov Ehafav rituximab yio ToAAaTA0DG KUKAOLG. AvTol
ot acBeveig eiyav otopkd avemapkovs amodkpiong o€ avactoreic TNF kot / M

methotrexate (MTX).

MéBodor

YVYKEVIPOTIKY] OVAALGT S€S0UEVOV OGPAAELNG, CUUTEPIAAUPBAVOUEVOV TOV
avemBvutev evepyeldv (AE) kot Aopuméelg, amd acbeveig mov EhaPav Bepaneio pe
rituximab og cvvovacpd pe methotrexate oe éva TOYKOGUIO TPOYPOULUO KAIVIK®OV
doKIU®V. Xvvolkd 2578 acbeveig pe pevportoetdn apbpitda Erafav TovAdyiotov 1
doom tov rituximab. Ot avaivoels Paciomroav oe 5013 acBeveig pe ypdvia €kbeon
og rituximab. H mo cvyvéc AE ftav avtidpdosig oyetilopeveg pe v gyyvon (25%
TV ac0evav Katd T ddpkelo TG AYnS g Tp®d@TNg 060mMg). Atyodtepo and 1o 1%
TOV AVTOPAcE®V oYeTILONEVOV e TV ANyn dev BewpnOnke coPapn. Ot tipég Tov
AE ot tov coBapdv AE (XAE: 17,85 exdniwocelg / 100 acBeveic, 95% CI 16.72,
19.06) Ntav otabepéc petd and kabe d6om. To cuvolkd cofapd T0c0cTO AoipmENG
nrav 4,31 / 100 acBeveig (95% CI 3,77, 4,92). To mocootd mapéueive otabepd o€
BaBoc xpdvov otig 5 ddcel/ 4-6 exonrwoelg / 100 acBeveig-€1n. Xe oOykpion pe
dAlovc acBeveig pe PA kot pe to yevikd minbvopd tov HIIA, dev vmipye

avénuévog kivouvog Kakondetog.

2vunepdcuora

Y autiv MV evnuepopévn  €kdoorm aoceoAeiag oe  acBevelg pe
pakponpdBeoun kAvikn perétn PA, to rituximab omodeiytnke Koavomomtikd oe
mAn0og doxipudv. Ta T0c00Td TV GOPap®V AvemBHUNTOV AOIUDEEDV OALYL Kol T®V

NmOTEPOV Aotudéemv mapépeve otabepd Katd v ddpkela g Oepameiog.
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3.Long-term outcomes of destructive seronegative (rheumatoid) arthritis —

description of four clinical cases

Nikiphorou E, Sjéwall C, Hannonen P, Rannio T, Sokka T.
BMC Musculoskeletal Disorders.
June 2016, VVolume 3, Issue 17, pp 246

Abstract

Background

Seronegative rheumatoid arthritis is associated with a milder course of
progression compared to seropositive disease. However, long-term follow-up data of
the clinical course of seronegative rheumatoid arthritis are sparse. Here we describe
four cases with a rare disease entity of aggressive destructive seronegative

(rheumatoid) arthritis with 20-35 years of follow-up.

Case presentation

The four cases are women with an initial presentation of seronegative
rheumatoid arthritis in 1980-1996 and have received disease-modifying anti-
rheumatic drugs since the diagnosis. In all cases, the condition has been refractory
to treatments and evolved into a severe disease with destructions of the wrists, sub-
talar and ankle joints, as well as large joints but not small joints of fingers and toes.
All cases are negative with regard to rheumatoid factor, anti-cyclic citrullinated

peptide antibodies and antibodies against carbamylated proteins.

Conclusions

This report adds to the existing literature, making the reader aware of this
sub-type of inflammatory arthritis which despite being seronegative, can have
devastating disease consequences. The report highlights the need for further
research into this field in order to better understand this disease sub-type, the

pathogenesis, disease course and outcomes.
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3.MaxponpoOscuss exkfidocls KoTaoTPOPIKNS OPOAPVNTIKNS (PEVUOATOEIOOVGS)

apOpiTidag - TEPIYPOPN TEGCCAPWY KAVIKODV TEPITTOCEWDY

Hepiinyn

YrofabOpo

H opoopvntikry pevpatoeidng opbpitda yopaxtnpileror and mmdtepn
mopeion  €EEMENG o€ ovykplon pe v opobetikn acBévewn. Qotdc0, TO
pakpompdlecpo dedopéva TapakKorovONnong ™ KAVIKNAG TopEiag TG OpOapVITIKNG
pevpatoedovg  apbpitdag eivar  omopadwd. Edd meprypdpovtar  téooepic
TEPWMTMOOELS OMAVING EMOETIKNG KOTAGTPOPIKNG OPOOPVNTIKNG (PEVHOTOEIZOVG)

apBpitidag péoa and mopakorovdnon 20-35 etdv.

Hapovoiaony nepintwons

Ot t€60¢epIg TEPUTTAOGELS QLPOPOVV YUVOIKES TOV TOPOVLGIOGAY OPOUPVNTIKN
pevpatoeldn apbpitda to 1980-1996 kot £xovv AAPeEL avTL-pELUATIKG OAPLLOKO TOV
TPOTOTOOVV TN VOGO amd Tn OTIyUn TG ddyveoons. Xe OAEC TIG TMEPIMTMOELG,
nopatnpnOnKe avtiotaon otig Oepaneiec, evod eediydnkav o cofapn acHévela pe
KATOGTPOPT] TOV KOPTOV, TOV aplpdcemv Kol Tov apdpdoceny TOV aGTPUYAA®V,
KaBmg kol TV pEYGA®V apbfpdoemv oALL Oyl TV UIKPOV opfpdoemv ToV
SoKTOA®V Kot TV Todldv. OAeg o1 TEPIMTMOOEIS NTAV APVNTIKEG OGOV OLPOPA TOV
PEVLOTOELON TOPAYOVTO, TO OVTIKUKAIKA OVTICOUOTO TEMTIOIOV HE KITPOVAIVY Kot

TOL OVTICOUOTO KOTO TOV KOPPOUVAMO LEVOV TPOTEIVAOV.

2vunepdcuora

Avt N épevva Tpochitel oy vapyovca PipAoypapia, KabloTOVTAG TOV
OVOYVAOOTY EVILEPO YO VT TNV VTOKOTIYOPiot PAEYUOVDOOLS 0pBpitidag 1 omoia,
Tapd 1O YEYOVOG OTL £lvOil OPOAPVNTIKTY, UTOPEL VO £YEL KATAGTPOPIKEG cuvemelec. H

ékBeon vmoypappiler v avaykn yoo mEPOTEP® €pgvvo oE aVTOV TOV TOUEO,
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TPOKEWEVOL va Kotavondel koddtepa 0 VRTOTOLTOG TNG VOoOoL, 1N TaboyEvewd, 1

mopeia TS VOGO Kol TO ATOTEAECLOTOL.

4.Familial aggregation of arthritis-related diseases in seropositive and seronegative

rheumatoid arthritis: a register-based case-control study in Sweden

Frisell T, Hellgren K, Alfredsson L, Raychaudhuri S, Klareskog L, Askling J.
Annals of the Rheumatic Deseases
January 2016, Volume 75, Issue 1, pp 183-189

Abstract

Obijectives

Our objective was to estimate the risk of developing rheumatoid arthritis
(RA) associated with a family history of non-RA arthritis-related diseases. This
familial co-aggregation is of clinical interest since it is often encountered when
assessing family history of RA specifically, but also informative on the genetic
overlap between  these  diseases. Since  anticitrullinated peptide
antibodies/rheumatoid factor (RF)-positive and RF-negative RA have both specific
and shared genetic factors, the familial co-aggregation was assessed separately for

seropositive and seronegative disease.

Methods

Nested case-control study in prospectively recorded Swedish total
population data. The Multi-Generation Register identified first-degree relatives. RA
and arthritis-related diseases were ascertained through the nationwide patient
register. RA serology was based on International Classification of Diseases tenth

revision coded diagnoses, mainly reflecting RF. Familial risks were calculated using
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conditional logistic regression. Results were replicated using the Swedish
rheumatology register.

Results

Familial co-aggregation was found between RA and every studied arthritis-
related disease, but the magnitude varied widely, from juvenile idiopathic arthritis
(JIA) (seropositive RA OR=3.98 (3.01 to 5.26); seronegative RA OR=5.70 (3.47 to
9.36)) to osteoarthritis (seropositive RA OR=1.03 (1.00 to 1.06); seronegative RA
OR=1.05 (1.00 to 1.09)). The familial co-aggregation pattern of non-RA arthritis-
related diseases was overall similar for seropositive and seronegative RA. Among
those with family history of RA, relatives’ other arthritis-related diseases conferred

little or no additional risk.

Conclusions

Although family history of several arthritis-related diseases may be useful to
predict RA (eg, lupus and JIA), others (eg, osteoarthritis and arthralgia) are less
useful. Seropositive and seronegative RA had rather similar familial co-aggregation
patterns with arthritis-related diseases, suggesting that the two RA subsets are

similar in the genetic factors that overlap with these diseases.

4. Oiwoyevelaxyy ovoyétion aocleveiwv mov cyetiCovrar ue T™v apbpitida oe
0pOOsTIKNY Kal 0poapvyTIKI] PEVUATOELON aplOpiTioa: UeléTy facIouévy 6 unTP@O

TEPITTWOCEWY EAEYYOV 6T Lovnoia.

Iepinyn
2toyor
21006 NG £pevvac NTav vo ekTiun el o kivouvog avantuéng pevpatogdoig

apBpitdag (PA) oe ocvvhptnon pe okoyevelokd 10Toplkd ocbeveldv mov dev

oyetiCovtor pe v apOpitida. AVt N OIKOYEVEINKT] GLGCOUATOOT Eivol KAVIKOD
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EVOLOLPEPOVTOG EGOUEVOD OTL GLYVE GLVOVTATOL OTOV AEIOAOYEITAL TO OIKOYEVELNKO
10topkd ™S PA €101Kd, 0AAG Kol EVIUEPOTIKA GYETIKA LE TN YEVETIKN EMKAALYN
HETAED VTV TV acOeveldV. AESOUEVOL OTL TO AVTIKUKAKE OVIICOUATO TEXTOI®V
LE KITPOVLAIVI KOl Ol PEVUOTOEWEIS TAPAYOVTEG EXOVV AUPOTEPOVS ELOKOVG KO
KOWOUG  YEVETIKOUG TOPAYOVIEC, T OIKOYEVIC OLGCOUATOON  a&loloynonke

Eexmplotd Yo TNV 0pofETIKN Kol TV 0poapvnTIKY VOGO.

MéBodor

‘EvOetn pelétn ehéyyov TOV TEPMTOCEMV GE KATOYEYPUUUEVO COVNOK
dedopéva oyetikd pe 10 ovvoAlkd mAnBvopd. To Mntpwo I[MoAlamiwv Tevedv
avoyvoploe ovyyeveig mpdtov Baduov. H pevpatoeidng apbpitida kot ot acHéveleg
mov oyetiCovron pe v opbpitida damoTOdnkov pEc® TOL €BVIKOV PNTP®OV
acBevov. H opoloyia ¢ pevparoedotg apbpitdag Pacictmre otic debveig
taivopukéc dwPadbuioerg g Aebvoig Ta&ivounong twv Noonudtwv, ot omoieg
avtikatontpilovv Kupimg tov pevpotoetdn mapdyovra. Ot owkoyevelakol Kivovvol
vroAoyiotnKay pe TN yPNon  vmobeTikng AoyloTikng  moAwvopounons. Ta
OTOTEAECUATO  EMOVOANQPONKAY — XPNOUYLOTOOVING TO  GOLNOKO  UNTPMO

pevpatoroyiog.

Aroteléouara

[MapotpnOnke otkoyeveloky OCLOCOUATMOON  HETOED  PEVLATOELOOVG
apBpitidog Kot KaOe pedetmdpevng acbévetog apOpitidoac, aAld n cuoYETION TOIKIAEL,
amd v veovikn womadn apbpitda (opobetikn PA OR = 3,98 (3,01 éwg 5,26),
opoapvntik] PA OR = 5,70 (3,47 ém¢ 9,36 ) ¢ v ooteoapbpitida (opobetikn PA
OR = 1,03 (1,00 éwg 1,06), opoapvntikn PA OR = 1,05 (1,00 éwg 1,09)). To
OKOYEVELOKO HOVIEAO GLOCOUATOONG acBeveldv mov oev oyetifovior pe tnv
pevpatoedn apbpitida  MTav  cuvoAlkd  mopdpolo Yy opoBeTikolg Kot
opoapvnTikovg acheveic. Metabd exeivmv e 01KOYEVELOKO 1GTOPIKO PEVUATOELB0VE
apBpitidag, ot GAleg acBéveleg mov oyetiCovrar pe v apbpitido TOV cLYyEVOV

Tpocdidovv eLdyloTo N kKaBOLov emmALov kivouvo.
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2vunepacuora

AV K01 TO 01KOYEVELNKO 10TOPIKO APKETOV aohevel®V Tov oyeTilovTtal Le TNV
apBpitida pumopel va etvatl pnoipo yio v pdPAeyn TG pELUATOEOOVS apBpitidog
(.. veavikn womadn| apbpitida), dAreg (m.y. octeoapbpitida kot apbparyia) eivor
Myotepo ypnoes. H opobetikn kot opooapvnTiky pevpotosdng apbpitida eiye
UAAAOV TTOPOUOLO OIKOYEVELOKG HOVTEAD GLGYETIONG e acBéveleg mov oyetilovton
pe apOpitida, VTOONA®YVOVTOG OTL 01 OVO VTOOUAIES TNE PEVUATOELOO0VS apOpiTidng
opeilovTal 6€ TOPOUOLOVG YEVETIKOVG TOPAYOVTIES TOV EMIKOAVTTOVTOL LE OVTES TIG

acévelec.

5.Statins and Risk of Rheumatoid Arthritis: A Nested Case—Control Study

Tascilar K, Dell'Aniello S, Hudson M, Suissa S.
Arthritis & Rheumatology.
November 2017 Volume 68, Issue 11, pp 2603-2611.

Abstract

Objective

Statins have antiinflammatory/immunomodulatory effects that may be useful
in preventing rheumatoid arthritis (RA), but previous observational studies about the
risk of RA with statin use yielded conflicting results. The aim of this study was to
determine whether high-intensity statin treatment is associated with reduced risk of
RA.

Methods

Using data from the UK Clinical Practice Research Datalink, we performed a
nested case—control analysis in a population-based cohort of patients who began
receiving statins between 1997 and 2009 and were followed up until a first
diagnosis of RA, death, end of registration with the physician's practice, or end of
January 2011. For each case of RA, 10 age-, sex-, and calendar year—matched
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controls were randomly selected from risk sets. We estimated the hazard ratio (HR)
of incident RA in the highest quintile of duration-weighted average statin intensity
compared to the lowest, using conditional logistic regression. Models were adjusted
for smoking status, total cholesterol level, obesity, history of cardiovascular disease,

coexistent autoimmune disease, hypothyroidism, and persistence with treatment.

Results

The cohort included 528,654 new users of statins, with 1,357 new cases of
RA occurring during a mean follow-up of 3.3 years, for an incidence rate of 7.9 per
10,000 person-years. Cases were more likely to be smokers, to have other
autoimmune diseases, and to have had lower total cholesterol levels at baseline. The
incidence of RA was lower in the highest statin intensity quintile (adjusted HR 0.77

[95% confidence interval 0.63-0.95]) in comparison to the lowest quintile.

Conclusion

In this large population-based study, high-intensity statin treatment was
associated with a reduced risk of RA in comparison to low-intensity statin

treatment.

5. Zrartives kai Kivovvog Pevuatocioovs ApOpitidas: Mia 'EvOsty Meiéty Eiéyyov
Hepintwong

Hepiinyn

2Komog

Ot otativeg £xovv avTIPAEYUOVDOT / avoGOpPLOUIGTIKA OTOTEAECUOTO TOV
umopel va etval ypnoa oty TpdANYn ¢ pevpotoctdovs apbpitidag (PA), aird
TPONYOVUEVEC UEAETEC TOPATAPNONG, OYETIKA UE TOV Kivouvo amd N ypnon

OTATIVOV, £0MGOV OVTIKPOVOUEVO OMOTEAEGUOTO. XKOTOC QLTNG TNG HEAETNG NTOV
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va kaBopiotel eqv n Oepamneia pe otativeg vyMAng évtaong oyetileTon pe pHet®PEVO

Kivouvo pevpatogdong aphpitidag.

MéBodor

Xpnowonowwvtog dedopévo amd to Ppetavikn Paon KMVIKOV €pevvav,
npaypotomonOnke pa €vOetn avdivon mepTOcE®V €AEYYOL oe mANBucuaKn
opdda acbevov mov dpyloov vo Aapupdvovv otativeg petald tov etdv 1997 kat
2009 ko wopakoAovONONKOY HEXPL TV TPOTN OYVMOT PELLATOELOOVS apbpitidag,
10 0dvarto, T0 TEAOG EYYPUPNG LLE TNV TPAKTIKY TOL 1aTpov N T0 TéA0G lavovapiov
2011. T k40 mepintwon PA, emdéyOnkav toyaio 10 Eleyyotl Tov OVTIGTOLYOLY GE
nAkio, eOAO Kot NUEPOAOYLOKO £T0G amd ORAdEG KIvOUVOoL. YToAOyioTnKE 0 AOYOG
kwovvov (HR) g mpoomintovcog PA  o10 vynAdTEpO TEPUMTNUOPLO  TNG
otafuiopévng péong Oldpkelag pEoNG €viacmg oTativiig 6 GUYKPLoN HE T
YOUNAOTEPT, YPNOUOTOIOVTOS VTOOETIKN Aoyikr| maAwdpounorn. Ta povtéia
npocapuoésTNKoyV Pacn Tapaydviov 0w T0 KAOECTOG KATVIGHOTOS, TO GLUVOAKO
eMinedo YoANoTEPOANC, TNV TAYLOAPKIN, TO 1GTOPIKO KAPIYYEWKDOV TadNce®v,
TNV TOVTOYPOVN AVTOAVOCT] 0c0EvVELD, TOV LTOBVPEOEISICUO KOl TNV EUUOVY LLE TN

Oepameio.

Amoteléopara

H opdda meprerdpPave 528.654 véovg ypnoteg otatwvav, pe 1.357 véa
neplotatikd PA mov epgaviotnkov katd ) didpkelo péong mopakorovdnong 3,3
ET®V, Ue T060ootd emintoong 7,9 ava 10.000 dropa/étn. O1 mepmtdoElg YOV 7O
mlavd va elval komvioTéc, vo Exovv dAAEG avtodvooeg acBéveleg Kol va. £Xovv
YOUNAOTEPO, EMIMEOD OAIKNG YOANOCTEPOANG Katd v £&vapén. H ovyvotmmta
epeaviong g PA ftav younidtepn oto vynmAdtepo GTEAEYOG TG EVTAONG GTOTIVIG
(mpocappoouévo HR 0,77 [dbotnua epmiotoovvng 95% 0,63-0,95]) oe ovykpion
HE TO YOUNAOTEPO TEUTTNUOPIO.

2ourépocua
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Xe avutn ™ peyaAn mAnbvcuiokn perétn, n Oepameio pe otativeg VYNANG
évtaong ovoyetiotnke pe pelwpévo kivouvo PA oe ovykpion pe t Oepameio pe

OTATIVEG YOUNANG EVTOONG.

6.Phenome-Wide Association Study of Rheumatoid Arthritis Subgroups Identifies

Association between Seronegative Disease and Fibromyalgia

Doss J, Mo H, Carroll RJ, Crofford LJ, Denny JC.
Arthritis & Rheumatology.
February 2017 Volume 69, Issue 2, pp 291-300.

Abstract

Objective

The differences between seronegative and seropositive rheumatoid arthritis
(RA) have not been widely reported. We performed electronic health record (EHR)-
based phenome-wide association studies (PheWAS) to identify disease associations

in seropositive and seronegative RA.

Methods

A validated algorithm identified RA subjects from the de-identified EHR.
Serotypes were determined by values of rheumatoid factor (RF) and anti-cyclic
citrullinated peptide antibody (ACPA). We tested EHR-derived phenotypes using
PheWAS comparing seropositive RA against seronegative RA, yielding disease
associations. PheWAS was also performed on RF-positive versus RF-negative
subjects and ACPA-positive versus ACPA-negative subjects. Following PheWAS,
select phenotypes were then manually reviewed and fibromyalgia was specifically

evaluated using a validated algorithm.

Results
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There were 2199 individuals identified with RA and either RF or ACPA
testing. Of these, 1382 (63%) were seropositive. Seronegative RA was associated
with “Myalgia and Myositis” (odds ratio [OR] 2.1, P=3.7x10""°) and back pain. A
manual record review showed 80% of Myalgia and Myositis codes were used for
fibromyalgia, and follow-up with a specific EHR algorithm for fibromyalgia
confirmed that seronegative RA was associated with fibromyalgia (OR=1.8,
P=4.0x10"%). Seropositive RA was associated with Chronic Airway Obstruction
(OR=2.2, P=1.4x10"*) and tobacco use (OR=2.2, P=7.0x10"").

Conclusion

This PheWAS in RA patients identifies a strong association between
seronegativity and fibromyalgia. It also affirms relationships between seropositivity
with chronic airway obstruction and seropositivity with tobacco use. These findings
demonstrate the utility of the PheWAS approach to discover novel phenotype
associations within different subgroups of a disease. This article is protected by
copyright. All rights reserved.

6. Melétn cVVOLAGUOD PAIVOUEVOY YL TIS DITOOUAOES PEVHATOELOOVS aplpitidag
POGOL0PILEl TH GUHVOEGH HETALY THS OPOAPVHTIKHG VOGOV KAl THS IVOUVALYIAS
Iepinyn

2Komog

Ot drapopéc peta&h opoapvnTIKNG Kot 0poBeTIKNG peLUATOED0VS apBpitidag
(PA) dev éxovv avapepbel evpémc. ExmovnOnkav peléteg nAEKTPOVIKNIG KATAYPAPNS
OedOUEVAOV EVPEMV PULVOUEVMV Y10 TOV EVTOTIGUO GUOYETIGHOL OPOBETIKNG Kot

0POOPVNTIKNG PEVUATOEIOOVS apbpitidag.
MéBodor

"Evog emkupmpévog alyoplOpoc TanTonoince To, VITOKEIEVO LE PEVUATOELON
apBpitida omd ta nAextpovikd untpoo achevaov. Ot 0pOTLTOL TPOGOHOPIGTNKAV LE

TIHEC TOV pevpatoeldovg moapdyovia (PIT) kot Tov avTiKuKAKOD OVTIGOUOTOS
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nentidiov pe krtpovdivny (ACPA). EAEyynkav ot @aivOTumol Yp1cIULOTOIDOVTAG TN
puébodo PheWAS mov ovykpiver tv opobetiky PA pe v opoapvntikn PA,
anodidovtac ocvoyeticelg acBeveidv. H pébodoc PheWAS 61eénybn emiong oe
oudoeg atopmv pe Betikd pevpatostdn mapdyovta (PII) évavtt avtdv pe apvntikd
PII, xaBd¢g kot peta&d Oetikov/apvmtikdv  atdopov og mpog to ACPA. Ot
eovotumol  emAéyOnkav yepokivnta Kor 1M tvopvadiyio agloAoynOnke €01k

YPNOLOTOIDVTOG VAV ETKVPOUEVO OAYOP1OLLO.

Amroteléouara

Ympyav 2199 dropa tovtomompévo pe Pa, mov Epegpav  glte tov
pevpatoedn mapdyovra N tov mapdyovio. ACPA. And avtovg, 1382 (63%) Nrav
opofBetwcol. H opoapvntiky PA ocvoyetiotmke pe «pvodylo kot Hvocitidon
(avoroyio. mBavomtac [OR] 2,1, P = 3,7x107%) ko mévo otqv mhdtn. M
avaokonnon tov dedopévav £oete O0tt t0 80% tov Kodikwv pvoryiog Ko
pvoocitidag ypnowomombnkov yw wopvaiyio kot m mwopakorlovOnomn pe évav
OLYKEKPIUEVO OAYOpOHo yio tvopvoiyia emPefaiowce 611 M opoapvntikny PA
ovoyetiotmke pe wopvoryio (OR = 1,8, P = 4,0x10'6). H opofetikp PA
OLGYETIOTNKE [E TNV YPOVIA Tapeunddion Tov agpaywydv (OR =22, P = 1,4x10'4)

kot T xprion kamvod (OR = 2,2, P =7,0x10™).
2vunépacua

H pébodoc PheWAS ce acbBeveig pe PA avayvopilel o woyvpn cuoyétion
HeTAEL OpOoOapPVNTIKNG VOGOL Kot wopvadyiog. Emonuoiver emiong tig oyéoelg
peta&d g opobetikdOTNTOC Kol TG XPOVIAG amOPPAENG TOV OEPAYOYDOV KOl TNG
opobeTikOTNTOC pHE TN YPNOMN KOmvoy. AVLTA TO EVPNUATO KOTAOEIKVOOLV TN
YPNOUOTNTO NG TTPooEyylong pe ™ néBodo PheWAS yio v avaxdivoym vémv

OLGYETICEWV PALVOTUTI®V GE SAPOPETIKES VITOOUASES LOG VOGOU.
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7.Rheumatoid Arthritis in Agricultural Health Study Spouses: Associations with

Pesticides and Other Farm Exposures

Parks C, Hoppin J, De Roos A, Costenbader K, Alavanja M, Sandler P.
Environmental Health Perspectives
November 2016 Volume 124, Issue 11, pp 1728-1734.

Abstract

Background

Farming has been associated with rheumatoid arthritis (RA), but the role of

pesticides is not known.

Obijectives

We examined associations between RA and pesticides or other agricultural
exposures among female spouses of licensed pesticide applicators in the
Agricultural Health Study.

Methods

Women were enrolled between 1993 and 1997 and followed through 2010.
Cases (n = 275 total, 132 incident), confirmed by a physician or by self-reported use
of disease modifying antirheumatic drugs, were compared with noncases (n =
24,018). Odds ratios (OR) and 95% confidence intervals (CI) were estimated using

logistic regression models adjusted for age, state, and smoking pack-years.

Results

Overall, women with RA were somewhat more likely to have reported
lifetime use of any specific pesticide versus no pesticides (OR = 1.4; 95% CI: 1.0,
1.6). Of the 15 pesticides examined, maneb/mancozeb (OR = 3.3; 95% CI: 1.5, 7.1)
and glyphosate (OR = 1.4; 95% CI: 1.0, 2.1) were associated with incident RA
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compared with no pesticide use. An elevated, but non-statistically significant
association with incident RA was seen for DDT (OR = 1.9; 95% CI: 0.97, 3.6).
Incident RA was also associated with the application of chemical fertilizers (OR =
1.7, 95% CI: 1.1, 2.7) and cleaning with solvents (OR = 1.6; 95% CI: 1.1, 2.4), but
inversely associated with lifetime livestock exposure as a child and adult (OR =
0.48; 95% ClI: 0.24, 0.97) compared with no livestock exposure.

Conclusions

Our results suggest that specific agricultural pesticides, solvents, and
chemical fertilizers may increase the risk of RA in women, while exposures

involving animal contact may be protective.

7. Peopoatocions aplpitidoo 6 ueléteg yia Ty aypotiKy VYEl0: GUGYETICEIS UE TA

PUTOPAPUAKA KAl AIAES EKOECEIS GTA AYPOKTIUATA
Iepinyn
IoTopixo

H yewpyla cvvdéeton pe ™ pegvpatoedn apbpitda (PA), adid o podrog twv

QLTOPAPUAK®OV deV gival aKONO YVOOTOG.

2Toyor

Eéetdotnrav o1 ocvoyeticelg pHeTaEy  PELUHOTOELO0VG apbpitidag Kot
QLTOPUPUAK®V 1 GAA®V YEOPYIKOV ekBécemv peTaEy TV oYV £QPAPLOGTOV

QLTOQAPLAK®V 68 MeAétn Aypotikng Yyeiag.

MééBodor

Ot yuvaikeg evidyOnkov ot perém petald tov 1993 kot tov 1997 «at
ovppeteiyav o¢ to 2010. Ov mepumtdoelg (n = 275 ocvvolkd, 132 mepiototikg),

emPBePoarddnkav and Evav ylotpd M amd oVTOAVAPEPOUEVT XPNON OVTIPEVLATIKMOV
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QOPUAK®OV 7OV Tpomomoincav Tr vOGO, GLYKPIONKOV HE U VOGOUVIO GTOuO
(24,018). Ot avaroyieg amoddoewv (OR) kot ta dStactuata epumietoovvns 95% (CI)
VTOAOYIGTNKAV YPNCIUOTOLDOVTAS LOVTELN AOYIKNG TOAVOPOUN GG TPOGUPLOGUEVQ

Yl T €T NAKiaG, Katdotaong Kot £11 KOTvioHaTo .

Amroteléouara

YuvoAlkd, ot yvvaikeg pe PA eiyav xanmg mepiocoOtepeg mOBavOTNTEG VO
EXYOLV OVOPEPEL TN XPNOT OTOLOLONTOTE PLTOPAPLAKOV Kb 'OAN T ddpkela Long
TOVG £VOVTL ALTAV TOL OgV ypnoiponoincav kaborlov putopdpuaka (OR = 1,4; 95%
CI: 1,0, 1,6). Amo ta 15 putoedppoka tov e&etdotkay, To maneb / mancozeb (OR
= 3.3; 95% CI: 1.5, 7.1) xau to glyphosate (OR = 1.4; 95% CI: 1.0, 2.1),
ocvoyeTiomKay pE TEPOTATIKA PA GLYKPITIKA pe T Un YPNON QUTOPOPUAK®V.
[MopatnprOnke avEnpévn aAld Un GTATICTIKE CNUAVTIKT GUGYETION LE TEPLGTAUTIKA
PA yw 1o DDT (OR = 1.9; 95% CI: 0.97, 3.6). Ta nepiotatikd PA oyxetiCovral
emiong pe v gpappoyn ynuikov Mracudtov (OR = 1.7, 95% CI: 1.1, 2.7) kot tov
kaBopiopd pe SwAvteg (OR = 1.6; 95% CI: 1.1, 2.4), aAAd avTioTpOO®C
oyxetilopevn pe v €kbeon oe (oo og moudl aAid Kot o¢ evidikag (OR = 0,48; 95%
CI: 0,24, 0,97) o€ ovykpion pe v un ékbeon oe oa.

2vunepdcuora

To oamoteAécUATA VTOJEIKVOOLV OTL GLUYKEKPIUEVE, YEMPYIKA TOPAUCITOKTOVO,
SLOAVTEG KO YNUKA MmTacpato pmopet va avEnocovy tov Kivovvo gppdviong PA oe
Yovaikes, evd o1 eKBEGELG TOV APOPOVY TNV emaeN Le ta {da pmopel va elvatl axopo

KOl TPOGTOTEVTIKEG.

8.Shoulder arthroplasty for rheumatoid arthritis: 303 consecutive cases with

minimum 5-year follow-up

Barlow J, Yuan B, Schleck C, Harmsen S, Cofield R, Sperling J,

Journal of Shoulder and Elbow Surgery
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June 2018, Volume 23, Issue 6, pp 791-799.

Background

This is an update on a previously documented cohort of patients who
underwent shoulder arthroplasty for rheumatoid arthritis, with a minimum 5-year

clinical follow-up.

Methods

The survivorship of 303 consecutive shoulder arthroplasties (108
hemiarthroplasties, 195 total shoulder arthroplasties) for rheumatoid arthritis at one
institution was assessed. There were 255 arthroplasties in the clinical analysis and
188 in the radiographic analysis.

Results

Kaplan-Meier survivorship free of revision at 5 years and 10 years was
96.1% and 92.9% for total shoulder arthroplasty (TSA) and 89.2% and 87.9% for
hemiarthroplasty (HA). The most common indications were glenoid loosening (5%)
and infection (2%) for TSA revision and glenoid arthrosis (7%) for HA revision.
Pain relief was greater with TSA than with HA. In patients with an intact rotator
cuff, in comparing TSA with HA, those with a TSA had greater improvements in
pain scores (—2.7 vs —1.8 on a 5-point scale) and degrees of elevation (45 versus 24)
(P = .08). Approximately 30% of humeral components and 73% of glenoid
components had periprosthetic lucencies. There was a shift in position of the
glenoid in 33% of TSAs, and 36% were “at risk.” Eighty-one percent of HAs had

moderate or severe glenoid erosion.

Discussion/Conclusion

Both HA and TSA provide pain relief and improved motion in patients with
rheumatoid arthritis. In patients with an intact rotator cuff, pain relief and range of
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motion are more improved with TSA compared with HA. There is a high rate of

component lucency, but component revision is uncommon.

8. ApbOpomiactiky wuov yio pevpatocton aplpitioa: 303 01000 1kéS TEPITTAOCELS

HE eAdyoTy Tapakoiovlnon 5 ety
Iotopixo

[Ipoketton yloo pot EVNUEP®OT] GE 0L TPOTYOVUEVMOS TEKUNPLOUEVT Opddn
acBevov mov vmoPANOnkav ce 0pBPOTAACTIKY] TOV GOUOV YL PEVLOTOELON

apBpitida, Pe TOLAGYIOTOV ST KAWVIKN TopakoAohOnon.

MéBodor

[Moapoatnprnke perétn  emPioong 303 S0d0(IKOV — TEPMTOCEWDV
apbponiactikdv  tov  opov (108  nuapbpomractikég, 195  cuvoAikég
apOPOTAAGTIKEG TOV OU®V) Yo T pevpaTosd] apbpitida oe Eva idpovpa. Yanpyov

255 apBpomractikég otnV KAvikn avdivon Katl 188 otV akTivoypaeiky] avaivon.

Amoteléopara

H peiém emPiooncg Kaplan-Meier ota 5 €t kot 10 €t ftav 96,1% ot
92,9% vy T cvvolikn apBpomiactikny Tov dOpwv (TSA) kot 89,2% kot 87,9% yia
v nuopBporiactikn (HA). Ot mo cvvnbicpéveg evoeifelg ntav n xoAdpmon Twv
yAevoed®Vv (5%) kat 1 Aoipwén (2%) yuo v cvvolkn apBpoTAAGTIKY TOV OUOV
Kal M yhevoewdng apbpwon (7%) yu v nuoepbporiactikn. H avoakoveion tov
TOVOL NTAV UEYOAADTEPT] LLE TNV GLVOAKN OPOPOTAACTIKY TOV OU®V TOPE UE TNV
NuapBpomiactiky. Xe acheveic mTov dev vVIOPANONKAY 6€ apOPOTAACTIKY OUOV, GE
OVYKPIOT LE OVTOVG OV XEpovpyndnkav, ot acbeveic pe cuvolkn apBpomTAacTIKY
TOV OUOV elyav ueyaidtepeg PeAtincelg otig dwPabuioeg tovov (-2,7 évavrt -1,8
oe KAMpoka 5 onpeiov) kot dStoufdduon aviymong (45 évavt 24) (P =.08). Tlepimov
10 30% TtV Bpayxovikdv TUNUATOV Kol T0 73% TV GLOTATIKOV TOV YAEVOEWOV

epeavicov emmpdcobetn eveMéla. Ymple o petoatoémon g Béong Ttov
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yAevoedovg 6to 33% twv TSAs kot 10 36% Mrav "og kivovvo". Oyddvta éva toig

exato tov HA eiyav pérpia 1 cofapr| Stafpwon tov YAEVOEWODOV.
2vlntyon / courépacua

T6éc0o N NuopBpomhactiky 660 Kot 1| OAMKN apOPOTAACTIKT GUOV TAPEYOLV
avaKoV@lon amd Tov TOVo kot PeAtiopévn kivnon oe acBevelc pe peLHOTOEIdN
apBpitida. Xe acbevelc pe A0IKTN TEPIGTPOPIKN UAVGETA, 1 OVOKOVPLOT] OO TOV
TOVO KOl TO €VPOG Kivnong Pertidvovion mepiocotepo pe v TSA oe chykpion pe
v HA. Yrdpyet vyniog cuvieheotng sveMéiog eEapmnudtov, aAld n avabempnon

eCaptnudtov dev eivar cuvnOGuévn.

9.Clinical, radiographic and immunogenic effects after 1 year of tocilizumab-based

treatment strategies in rheumatoid arthritis: the ACT-RAY study

Dougados M, Kissel K, Conaghan PG, Mola EM, Schett G, Gerli R, Hansen
MS, Amital H, Xavier RM, Troum O, Bernasconi C, Huizinga TW

Annals of the Rheumatic Diseases

May 2017, Volume 73, Issue 5, pp 803-809.

Abstract
Objective

To assess the 1-year efficacy and safety of a regimen of tocilizumab plus
methotrexate or placebo, which was augmented by a treat-to-target strategy from
week 24.

Methods

ACT-RAY was a double-blind, 3-year trial. Adults with active rheumatoid
arthritis despite methotrexate were randomised to add tocilizumab to ongoing
methotrexate (add-on strategy) or to switch to tocilizumab plus placebo (switch

strategy). Tocilizumab 8 mg/kg was administered every 4 weeks. Conventional open-
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label disease-modifying antirheumatic drugs (DMARDSs) other than methotrexate
were added at week 24 or later in patients with DAS28>3.2.

Results

556 patients were randomised; 85% completed 52 weeks. The proportion of
patients receiving open-label DMARDs was comparable in the add-on (29%) and
switch (33%) arms. Overall, week 24 results were maintained or further improved at
week 52 in both arms. Some endpoints favoured the add-on strategy. Mean changes in
Genant-modified Sharp scores were small; more add-on (92.8%) than switch patients
(86.1%) had no radiographic progression. At week 52, comparable numbers of
patients had antidrug antibodies (ADAs; 1.5% and 2.2% of add-on and switch
patients, respectively) and neutralising ADAs (0.7% and 1.8%). Rates of serious
adverse events and serious infections per 100 patient-year (PY) were 11.3 and 4.5 in
add-on and 16.8 and 5.5 in switch patients. In patients with normal baseline values,
alanine aminotransferase elevations >3x upper limit of normal were observed in 11%

of add-on and 3% of switch patients.

Conclusions
Despite a trend favouring the add-on strategy, these data suggest that both
tocilizumab add-on and switch strategies led to meaningful clinical and radiographic

responses.

9. K2vikég, antivoypogikés Kal avocoyovIKES EMOPAGEIS uETd amd 1 ypovo
oTpaTyYIKOY Ocparcios ue toloilovudunny oty peouatocldn apbpitidoa: g ueléty
ACT-RAY
Hepiinyn
2Toyo

A&lohdynon g letodg amoTeAEGUATIKOTNTOG KOl AGPAAELNG EVOC GYNLLOTOG
tocilizumab ocvv peBotpeldtn 1 ewovikov QoapudKov, To omoio evioyvOnke pe po

oTpatnyIKn Bepaneiog mpog otdyeLoT amd TNV 241 efdoudoal.
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MéBooor
H ACT-RAY 1tov po duthn tveAn tpletng dokiun. Ot eviAikes pe evepyo

pevpatogdn apbpitda, mapd t pebotpeldtn, Tvyoorombnkay yio va tpochicovv
tocilizumab ot cvveyn pebotpedn (otpatnyky mpocbnknc) 1 vo aAlaEovv o€
TOAGLLOVUAUTN GLV TO EIKOVIKO QApaKo (oTpatnykn petaymyng). To tocilizumab 8
mg / kg yopnyobtav kdbe 4 efdonddec. To copPatikd avTipeOPATIKA @AppOKo
tpomontoinong ¢ vocov (DMARDs) mpootédnkav otn pebotpearn v 24"
eBooudda 1 apyodtepa oe acbeveic pe DAS28> 3.2.

Amoteléouara
556 acBeveig ToyoaromomOnkav. To 85% oloxinpdbnke oe 52 efoounddec. H

avaroyio Tov acBevov mov éhafav DMARDs avoytod cNHotog NTov cuyKpiciun
otovg PBpayioveg add-on (29%) kou switch (33%). ZvvoAikd, To amoTEAEoUATO TG
epdouadac 24 dutmpndnkav 1 Pedtiddnkay tepartépw v 52" efdouddo Kot 6Tovg
dvo Bpayiovec. Opiopéva teEMkd onpeio guvoncoav v mpdcbetn otpatnykn. Ot
péoeg aAlayég ot Pabuoroyieg Sharp tpomomompéveg pe Genant MoV pKpEC.
[Teprocodtepo add-on (92,8%) amd tovg acbeveig petaywyng (86,1%) dev elxe xapio
aktvoloyikn eEEMEN. Trnv 52" efdoudda, cuykpicipog aplOpdc acbevav eppdvilay
avTioopoata Katd tov vapkotikod (ADAs, 1,5% kot 2,2% tov acBevav pe add-on
kot switch) kot g&ovdetépwcav ADAs (0,7% ko 1,8%). Ot pvBuol twv coPapov
AVETOOUNTOV EVEPYEIMV KOl TV cofapadv Aoumdéewv avd 100 acbevig (PY) ntav
11,3 xou 4,5 oto add-on o 16,8 kat 5,5 o€ acOeveig pe dwouxomn. Xe acBevelc pe
QUOIOAOYIKEG  Oopywés  Twég,  mapommpnOnkav — avénoelg g oAavivng
apvoTpoveeepdons™> 3X mov NTOV TO OVAOTEPO QUGIOAOYIKO Oplo oto 11% TV

eMmPOcHeT®V 060evmdV Kol 6To 3% TV 0cbevdv pHeTaymYNG.

2ournepdouara
[Mopd v tdon mov guvoel v oTpatnyikny TPosHnKne, avtd ta dedopéva

VTOONA®VOVY OTL T6G0 Ol otpatnyikés add-on 00O Kol Ol GTPOUTNYIKES OAANYNG

tocilizumab 0d1yNcaV G€ OVCLACTIKEG KAMVIKEG KO OKTIVOYPUPIKES OTTAVTINGELG.
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10.Clinical and epidemiological research
Joachim Listing, Jorn Kekow, Bernhard Manger, Gerd-Riidiger Burmester, Dagmar

Pattloch, Angela Zink, Anja Strangfeld
May 2017, Programmbereich Epidemiologie, Deutsches Rheuma-Forschungszentrum
Berlin, Ein Leibniz Institut, Berlin, Germany.

Abstract
Objectives

To investigate the impact of disease activity, the course of the disease, its

treatment over time, comorbidities and traditional risk factors on survival.

Methods

Data of the German biologics register RABBIT were used. Cox regression
was applied to investigate the impact of time-varying covariates (disease activity as
measured by the DAS28, functional capacity, treatment with glucocorticoids, biologic
or synthetic disease modifying antirheumatic drugs (DMARDSs)) on mortality after

adjustment for age, sex, comorbid conditions and smoking.

Results

During 31378 patient-years of follow-up, 463 of 8908 patients died
(standardised mortality ratio: 1.49 (95% CI 1.36 to 1.63)). Patients with persistent,
highly active disease (mean DAS28 >5.1) had a significantly higher mortality risk
(adjusted HR (HR4gj)=2.43; (95% CI 1.64 to 3.61)) than patients with persistently low
disease activity (mean DAS28<3.2). Poor function and treatment with
glucocorticoids >5 mg/d was significantly associated with an increased mortality,
independent of disease activity. Significantly lower mortality was observed in patients
treated with tumour necrosis factor a (TNFa) inhibitors (HRag=0.64 (95% CI 0.50 to
0.81), rituximab (HRag=0.57 (95% CI 0.39 to 0.84), or other biologics (HR.4=0.64
(95% CI 0.42 to 0.99), compared to those receiving methotrexate. To account for
treatment termination in patients at risk, an HRqgq; for patients ever exposed to TNFa
inhibitors or rituximab was calculated. This resulted in an HR,qj of 0.77 (95% CI 0.60
to 0.97).
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Conclusions

Patients with long-standing high disease activity are at substantially increased
risk of mortality. Effective control of disease activity decreases mortality. TNFa
inhibitors and rituximab seem to be superior to conventional DMARDs in reducing
this risk.

10.K2vikij kou emonuioloyikn épeova
2toyot

Na odepeguvnfel o avrtiktomog g acBévelag, n mopela ¢ vocov, M
HETOYEIPIOT TG HE TNV TTEPOdO TOL ¥PAHVOL, 01 GLVVOCTPOTNTES Kol Ol TOPASOCIOKOT

TAPAyovTeG KvoHVo Yo TNV emiPioon).

Mé@ooor
Xpnoponomdnkay dedopuéva Tov yeppovikoy Broloykov untpoov RABBIT.

H molvopounon Cox epoappdotnke yuoo va diepeuvnbel 1 enidpacn tov ypovikd
peToPaAAOUEVOY GLVETOUTOV (dpAoTIKOTNTA TNG VOCOL ON®G UETPATAL OO TO
DAS28, Aertovpyikn woavotnrto, Oepameion pe  YALKOKOPTIKOEWN, ProAoyikd N
OLVOETIKA OvVTIPELHOTIKG Pdppaka Tpomomoinong g voécov (DMARDS)) ot

OvnooTTo PETE OO TPOGAPLOYT Yo NALKi0, GUVONKES KOl TO KATVIGLOL.

Anoteléopara
Kotd ™ odpkela 31.378 acbevaov-etdv moapakorlobnong, 463 amd 8908

acOeveig méBavav (tvmomomuévog Adyog Ovnowwdmrag: 1,49 (95% ClI 1,36 émg
1,63)). Ot acBeveic pe emipovn kot e€apetikd evepyd voco (uéon DAS28> 5.1) elyav
ONUOVTIKE vYMAOTEPO Kivovvo Bvnootntog (tpocapuocpuévo HR (HRadj) = 2.43
(95% CI 1.64 éwg 3.61) . H xoxn Aettovpyia kot 1 Oepameio e yYAVKOKOPTIKOEO> 5
mg / d ovoyetiotke onuavtikd pe avénuévn Ovnowotnta, oveEaptnta and ™
dpacTNPIOTNTA TNG VOCOL. ZNUOVTIKA YOUNAOTEPT Bvnowdtnta mapatnpndnke oe
acOeveic mov élafoav avactoieic mapdyovieg vékpmong dykov o (TNFa) (HRadj =
0,64 (95% CI 0,50 éwg 0,81), rituximab (HRadj = 0,57 (95% CI 0,39-0,84) (95% ClI
0,42 ¢mg 0,99), oe ovuykplon pe ekeivovg mov EaaPav pebotpesarn. [Ipokeyévoo va

IeBel voym o teppaticnds g Bepanciog oe acbevelg oe kivouvo, vroroyioctnke
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évo HRadj yio acOeveic mov dev eiyav moté extebel o avaotoieic TNFa 1 rituximab.

Avt6 eiye cav amotéreopa évo HRadj 0,77 (95% CI 0.60 ¢wc 0.97).

2vunepaocuara
Ot acBevelg pe pokpoxpdvie vymiAn acbévelo mapovslalovy GNUOVTIKE

avénuévo kivovvo Bvnopdmtoag. O amoTeAeSUOTIKOC EAEYYXOG TNG OPOCTNPLOTNTOGC
™mg vooov pewdvel m Bvnoywomta. Ot avactoreig Tov TNFa kol n prrovipudaunn
eaiveror va givar avotepot and to ovuPatikd DMARDS yia ™ peioon avtod tov

Kvouvov.

11.Drug survival on TNF inhibitors in patients with rheumatoid arthritis
comparison of adalimumab, etanercept and infliximab

M Neovius, E V Arkema, H Olsson, J K Eriksson, L E Kristensen, J F Simard, J
Askling
November 2019, ARTIS Study Group, Karolinska Institutet, Stockholm, Sweden

Abstract
Obijective

To compare drug survival on adalimumab, etanercept and infliximab in

patients with rheumatoid arthritis (RA).

Methods

Patients with RA (n=9139; 76% women; mean age 56 years) starting their
first tumour necrosis factor (TNF) inhibitor between 2003 and 2011 were identified in
the Swedish Biologics Register (ARTIS). Data were collected through 31 December
2011. Drug survival over up to 5 years of follow-up was compared overall and by
period of treatment start (2003—2005/2006-2009; n=3168/4184) with adjustment for
age, sex, education, period, health assessment questionnaire (HAQ), disease duration,
concomitant disease modifying antirheumatic drug (DMARD) treatment and general

frailty (using hospitalisation history as proxy).

Results
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During 20 198 person-years (mean/median 2.2/1.7 years) of follow-up, 3782
patients discontinued their first biological (19/100 person-years; 51% due to
inefficacy, 36% due to adverse events). Compared with etanercept, infliximab
(adjusted HR 1.63, 95% CI 1.51 to 1.77) and adalimumab initiators had higher
discontinuation rates (1.26, 95% CI 1.16 to 1.37), and infliximab had a higher
discontinuation rate than adalimumab (1.28, 95% CI 1.18 to 1.40). These findings
were consistent across periods, but were modified by time for adalimumab versus
etanercept (p<0.001; between-drug difference highest the 1st year in both periods).
The discontinuation rate was higher for starters in 2006-2009 than 2003-2005
(adjusted HR 1.12, 95% CI 1.04 to 1.20). The composition of 1-year discontinuations
also changed from 2003-2005 vs 2006-2009: adverse events decreased from 45% to
35%, while inefficacy increased from 43% to 53% (p<0.001).

Conclusions

Discontinuation rates were higher for infliximab compared with adalimumab
and etanercept initiators, and for adalimumab versus etanercept during the 1st year.
Discontinuation rates increased with calendar period, as did the percentage

discontinuations due to inefficacy.

11.H emPiowon papudkwy oe acleveis ue avaoctoieisc TNF oe ovykpion ue acleveig
pevuatoeldovs apbpitidas twv adalimumab, etanercept xar infliximab

Hepiinyn
2Toyos
Noa ovykpifel n emPioon oappdkov oe adalimumab, etanercept ot

infliximab o¢ acOeveig pe pevparoedn apbpitida (RA).

MéBodor
Ot acBeveig pe RA (n = 9139, 76% yvvaikeg, péon nmAikio 56 €1dv) mov

Eexivnoav tov TpdTO avaoToAén Tov mopdyovto vékpwong oykwv (TNF) peta&y
2003 xotr 2011 evromiotkov oto Xoundwkd Buoroywd Mnipwo (ARTIS). Ta
dedopéva cVAAEYONKkav péxpt Tic 31 Aekepfpiov 2011. Zvvolikd ocvykpiOnke m

emPimon TOV VopKOTIKOV £0¢ Kot 5 €11 mopakolovdnong kot Katd v Evapén g
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Oepameiag (2003-2005 / 2006-2009, n = 3168/4184) ue mpocappoyn yo tnv nikia, to
@Oro, (HAQ), t dudpkela g vOGoL, TNV TALTOXPOVI BEPATEVTIKY] OVTILETMTION TNG
avtipevpatikng vooov (DMARD) kot ™ yevikh akepotdtnta. (YP1CILOTOUDVTOS TO

16TOPIKO Voonieiog wg mAnpe&ovacio).

Amroteléouara
Kotd m ddpketo mapaxorovtnong twv 20.188 atdpmv (péor / péon tun 2,2

/1,7 étn), 3782 acBeveig diékoyav v TpmTn Tovg Prodoyia (19/100 dropa-£tn, 51%
Myo avemdpkewg, 36% Aoy avemBountov evepyeldv). Xe GUYKPLON LE TO
etanercept, to infliximab (mpocappoopévo HR 1,63, 95% CI 1,51 éwg 1,77) ko ot
evapktpes adalimumab giyov vynAodtepa Tocootd dtakomng (1,26, 95% CI 1,16 éwg
1,37) xou 1o infliximab elye vyniotepo pvOud Staxomng amd to adalimumab (1,28,
95% CI 1,18 éwg 1,40). Avtd t0 e0PNUOTO NTAV CLVETN UETOED TOV TEPLOOWV, AAAG
tpomomoOnkayv pe to ypoévo yw 1o adalimumab évavti tov etanercept (p <0,001,
Spopd HETAED TOV QOPUAK®V DYNAOTEPT TOL 1oV £€T0VG Kot 6TIS 600 TEPLOGOVG).
To mocootd drakomng Nty VYNAOTEPO Yo apydplovg o 2006-2009 and to 2003-
2005 (mpooappocpeévo HR 1,12, 95% CI 1,04 €og 1,20). H obvBeon tov povoetmv
dwkommv emiong petafAndnke amd 1o 2003-2005 oe oyéon pe v mepiodo 2006-
2009: 1o avemBounta ovpPavia  peiddnkav oand 45% oe 35%, evd 1

avaroteheopatikotnTo avénonke amd 43% oe 53% (p <0,001).

2vunepdcuora
Ta mocootd drakomnc NTav vynAdtepa yia to infliximab 6g chykpion pe Tovg

evapktipec adalimumab kot etanercept, kot yio To adalimumab évavtt Tov etanercept
Katd TN owpkew tov lov érovg. Ta mocootd dSwakomng avéndnkav pe v
nueporoyloky  mepiodo, OMM®G KOL  TO  TOGOCTO TOV  OSOKOTOV  AdY®

OVOTTOTEAECLOTIKOTNTOG.

12. Health and Quality of Life Outcomes
Vibeke Strand, Mark Kosinsk, Ari Gnanasakthy, Usha Mallya Shephard Mpofu

March 2019, BioMed Central Ltd. , Vol. 12, Issue 1, pp. 29-31
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Abstract
Background

The primary aim of rheumatoid arthritis (RA) treatment is to induce remission,
the absence of disease activity. The objective of this study was to explore the
association between clinical endpoints used to gauge RA treatment efficacy and
patient-reported outcomes of health-related quality of life, fatigue, and physical
function in RA patients treated with secukinumab in a phase 2 randomized controlled
trial (RCT).

Method

Adult RA patients (n=237) with incomplete responses to methotrexate were
randomized equally to receive monthly s.c. injections of secukinumab 25 mg, 75 mg,
150 mg, 300 mg or placebo. Clinical endpoints used in this study included the ACR
response criteria and its components and simplified disease activity score. Patient-
reported outcomes (PRO) included Health Assessment Questionnaire-Disability Index
(HAQ-DI), Medical Outcomes Study Short Form-36 [SF-36] Survey, and Functional
Assessment of Chronic Illness Therapy-Fatigue (FACIT-Fatigue). Patients were
categorized into mutually exclusive groups according to the magnitude and direction
of change from baseline to week 16 in each clinical endpoint. Definitions of minimal
important differences [MID] in each clinical endpoint were used to categorize
patients, as well as thresholds beyond MID. Mean changes from baseline to week 16
were computed for each PRO and analyses of variance to test the differences in PRO
changes observed across groups of patients that differed in each clinical endpoint.
Analyses were limited to patients randomized to secukinumab treatment. All dose

groups were combined (n=187).

Results

Mean changes from baseline in each PRO differed significantly across groups
of patients in the expected direction. With few exceptions, there was considerable
agreement between clinical endpoints and PROs concerning the magnitude of change

defined as clinically meaningful. More importantly, results demonstrated that greater
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improvements in clinical endpoints were associated with incrementally better

improvements in HRQoL, fatigue, and physical function.

Conclusion

Results of this study show considerable agreement between minimal
thresholds of improvement established for PROs and clinical outcome measures used
in RA treatment studies and provide thresholds to be considered in gauging the
importance of a treatment effect that goes beyond what is considered as minimally

important for PRO measures.

12. Aroteléouara vyciog kot mototntos (WS

Lepinyn
IoTopixo

O mpotapyoc otdyoc g Bepamneiag pe pevpatoedn apbpitida (RA) eivon n
EMOY®YN NG VOEONS, 1 ATOLGIN dPAGTNPLOTNTOS TNG VOOOV. XTOYOS TNG TAPOVGOGS
peAétng Ntav vo Otepevvnbel 1 oyxéon HETOEDL TOV KAMVIKOV TOPAUETPOV TOV
YPNOHOTOMONKOY Yo TN PETPNOTN TNG OMOTEAEGLOATIKOTNTOG TG ay®myng pe RA ko
TOV avapepOUEVvOY amd Tov 0obevn amotedecudtov e mowdtroc {one, g
KOTWONG KOl TNG PLOIKNG Agttovpyioag oe acbeveig pe PA mov éhafav Bepameio pe

secukinumab o€ puo Toyoomomuévn ereyyouevn dokun edong 2 (RCT).

MéBodog
Ot acbBeveic pe PA evniikov (N = 237) pe oatedn avtamdkplon ot

puebotpeldtn tuyatomomOnkav eficov Yoo va AdPovv unviaio o6orm. Evécelg
secukinumab 25 mg, 75 mg, 150 mg, 300 mg 1 ewovikov @apuakov. Ta KAviKd
TEMKA onUEla TOL XPNGIHOTOMONKOY GE 0VTH TN HEAETN TtepleAduPfavay Ta KpiThplo
anokpong ACR kot to ovotatikd g kot v amiomomuévn Pabuoroyio g
dpactnpromrag ¢ achévelng. To amoterAécpato mov avaeépOnkay amd tov achevn
(PRO) mepielauPavay deiktn a&loddynong g vyeiag - £pmTHUATOAOYI0-avomnpia
(HAQ-DI), épevvec wtpikdv omotelecpdtov cOviouns popenc-36 [SF-36] kot
Aertovpykn  a&lohdynon g Oepameiag ypoéviag acHévelag-kommong (FACIT-
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Fatigue). Ot acBeveic katnyoplomomnkav ce apolfaio amokAeldpeves ouddeg
avéroyo pe o péyebog kar v katevBuvon g aAlayng omd TNV apyIKN TIUA OTNV
gfoopdda 16 og kKabe KAviko telkd onueio. Ot oplopol TV EAAYIOTOV ONUAVTIKOV
dweopodv [MID] oe kdBe khvikd tehkd onueio ypnowomomdnkov ywo. TV
Katnyoplomoinon twv acbevov, kabng kat opta épav g MID. Ot péoeg petaforéc
amo TV apykn T oty gfdopada 16 vroroyiomnkav yia k6Oe PRO kot avaidoelg
dlakvpovong yw. vo eleyyBoovv ot dwpopés ot petaforég tov PRO mov
napotnpnOnKav oe opdodeg achevdv mov dépepay oe Kabe KAvikd telkd onpueio. Ot
avaivoelg meplopiloviav oe acbevelg mov tuyotomomOnkav Yo OBepoameio pe

secukinumab. O\eg ot d6celg cuvdvdotnkay (n = 187).

Amoteléopora
Ot péoeg petaforéc amd v apytkn Tiun o Kabe Tpotokoiro PRO diépepav

ONUOVTIKA UETOED TV OUdd®mV acBevdv oty avouevopevn katevbuvor. Me Alyeg
eEapéoelg, vnpée onuavTik) cvpvio petaéd KAvikav mopopétpov kot PROS
oxeTIKA pe 10 péyebog g aAdayng mov opiletor g KAviKG onpoavtikd. To mio
ONUOVTIKO, TO omoTeEAEGHOTA E0E1E0V OTL O1 HEYOADTEPES PEATIOGELS TOV KAWVIKDV
TEMKOV onueiov oyetiCovtav pe avEnuéveg Peitiwoelg oto HRQOL, xommon ot

QLOIKN Agttovpyia.

2ournépocua
Ta amotedéopato avTg TG HEAETNG delvOouV ONUOVTIKY GUUP®VIN peTalld

TV eAdyoTov opimv Pedtimong mov Oeomiomnkav yie ta PRO xot tor kAwvikd
OTOTEAECUOTO TOV LETPNOEMV TOL Ypnoorombnkav otig peaéteg Oepomneiog g RA
KOl TOPEYOLV KOTMOTATO Oplo. TOL TPEMEL Vo ANeOovV vdyn yio T HETPNOY NG
onpaciog evog amotedécpotog Bepaneiog mépa amd avtd mov Bewpeitor eAdyioTa

onuavtikd yia ta pétpa PRO .
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13.Risk of major cardiovascular events in patients with psoriatic arthritis,
psoriasis and rheumatoid arthritis: a population-based cohort study

Alexis Ogdie, YiDing Yu, Kevin Haynes, Thorvardur Jon Love, Samantha Maliha,
Yihui Jiang, Andrea B Troxel, Sean Hennessy, Steven E Kimmel, David J Margolis,
Hyon Choi, Nehal N Mehta, Joel M Gelfand

October 2018, Division of Rheumatology, Center for Clinical Epidemiology and
Biostatistics, Center for Pharmacoepidemiology Research and Training, Perelman
School of Medicine at the University of Pennsylvania, Philadelphia, Pennsylvania,
USA

Abstract
Objectives

We aimed to quantify the risk of major adverse cardiovascular events
(MACE) among patients with psoriatic arthritis (PsA), rheumatoid arthritis (RA) and
psoriasis without known PsA compared with the general population after adjusting for

traditional cardiovascular risk factors.

Methods

A population-based longitudinal cohort study from 1994 to 2010 was
performed in The Health Improvement Network (THIN), a primary care medical
record database in the UK. Patients aged 18-89 years of age with PsA, RA or
psoriasis were included. Up to 10 unexposed controls matched on practice and index
date were selected for each patient with PsA. Outcomes included cardiovascular
death, myocardial infarction, cerebrovascular accidents and the composite outcome
(MACE). Cox proportional hazards models were used to calculate the HRs for each
outcome adjusted for traditional risk factors. A priori, we hypothesised an interaction

between disease status and disease-modifying antirheumatic drug (DMARD) use.

Results

Patients with PsA (N=8706), RA (N=41 752), psoriasis (N=138 424) and
unexposed controls (N=81 573) were identified. After adjustment for traditional risk
factors, the risk of MACE was higher in patients with PsA not prescribed a DMARD
(HR 1.24, 95% CI 1.03 to 1.49), patients with RA (No DMARD: HR 1.39, 95% ClI
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1.28 to 1.50, DMARD: HR 1.58, 95% CI 1.46 to 1.70), patients with psoriasis not
prescribed a DMARD (HR 1.08, 95% CI 1.02 to 1.15) and patients with severe
psoriasis (DMARD users: HR 1.42, 95% CI 1.17 to 1.73).

Conclusions
Cardiovascular risk should be addressed with all patients affected by psoriasis,
PsA or RA.

13. Kivovvog coflapmdv Kapolayyelak®y exelcodimy 6€ acleveis ue wwpilacikij
apOpitioa, ywpiocn Kot peouatoeldn aplpitioo: ueiétny tinvoutarxnys KoopTns
Hepiinyn
2Toyot

210Y0G NTOV 1 TOCOTIKOTOINGT TOL KIVOUVOL EUPAVIONS GOPAP®OY OLGUEVAOV
kapdyyelokov eneicodiov (MACE) oe acBevelg pe yopuoosikr apbpitva (PA),
pevpatoedn apbpitda (RA) kot yopiaon yopig yvootd PsA oe cuykpion pe tov
yYevikd mANOuoUd HETE amd TPOCAPLOYN YO TOLG TOPAUOOGIOKOVS KOPIYYELKOVG

TOPAYOVTEG KIVOUVOV.
MéBoodor

Mo pedétn dtapnkovg Kooptng pe Pdon tov tAnbuoud amd to 1994 éwg 1o
2010 mpayuatomombnke oto diktvo Peitioong ¢ vysiog (THIN), o Pdon
dedopévev atpikdv apyeiov mpotofdaduiag mepiBoiyne oto Hvopévo Baoiietro.
Aocbeveic nlkiag 18-89 etov pe PsA, RA 11 yoplaon coprepiiiednkav. Exovv
emieyBel éog ko 10 pn exteBepéva detypato eAEyyov, To. 0Omoic GLUPEOVOLYV LLE TNV
TPOKTIKN KoL TNV UEPOUNVia evpetnpiov, Yo KaOe acbevn pe PsA. Ta amotelécpata
neplapPavay Kapdrayyelokd 0dvato, ELpayLo ToOV Huokapdiov, EYKEQUAONYYELOKA
atvoyfuote kot ovvheto amotérecua (MACE). Xpnowomombnkav poviéia
avaroyikod Kivdovov Cox vy tov vmoloywopd tov HR ywo kéBe amotéleoua,
TPOGOUPUOCHEVA Y10 TOVG TOPOUSOCIOKOVE TAPAYOVTEG KvOUvov. A priori, vrobécape
o oAANAemidopacn HETOEL TNG KOTAOTAONG NG VOGOL KOl NG XPNONG TNg
avtippevpotikng vosov (DMARD).
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Amoteléopara
Ot acBeveig pe PsA (N = 8706), RA (N = 41 752), yopilaon (N = 138 424)

kol un extebeipévoug pdptopeg (N = 81 573). Metd v mpocapuoyr Yo Tovg
TOPadOGLOKOVS TTapAyovteg Kivovvov, o kivouvog MACE ntav vymAdtepog o€
acBeveig pe PsA mov dev elyav ocvvtayoypaendet DMARD (HR 1,24, 95% CI 1,03
¢og 1,49), aoBeveig e RA (yopic DMARD: HR 1,39, 95% CI 1,28 éwg 1,50,
(AoBeveic ne DMARD: HR 1,58, 95% CI 1,46 éwg 1,70), oe acBeveic pe yopioon
dev yopnyndnke DMARD (HR 1,08, 95% CI 1,02 éwg 1,15) ka1 oe acBeveic pe
coPapn yopiaon (ypioteg DMARD: HR 1,42, 95% CI 1,17 éw¢ 1,73) .

YoumEPacnoTa
O xopdloyyeloKOg KivOuvog TPEMEL VO AVTILETOTIOTEL Le OAOVG TOVG acbeveic Tov

nhoyovv ond yopioon, YA 1 PA.

14.A Phase 11 Randomized Study of Subcutaneous Ixekizumab, an Anti—
Interleukin-17 Monoclonal Antibody, in Rheumatoid Arthritis Patients Who Were
Naive to Biologic Agents or Had an Inadequate Response to Tumor Necrosis
Factor Inhibitors

Mark C. Genovese, Maria Greenwald, Chul-Soo Cho, Alberto Berman, Ling Jin,
Gregory S. Cameron, Olivier Benichou, Li Xie, Daniel Braun, Pierre-Yves Berclaz,
Subhashis Banerjee

June 2016, Arthrisis & Rheymatology, Vol. 66, No. 7, pp. 1693-1704.

Abstract
Obijective

To evaluate ixekizumab, an anti—interleukin-17A (anti—IL-17A) monoclonal
antibody, in 2 populations of rheumatoid arthritis (RA) patients: biologics-naive
patients and patients with an inadequate response to tumor necrosis factor (TNF)

inhibitors.

96



Methods

In this phase I, randomized, double-blind study, placebo or ixekizumab was
administered subcutaneously to 260 biologics-naive patients and 188 patients with an
inadequate response to TNF inhibitors at weeks 0, 1, 2, 4, 6, 8, and 10 with
concomitant disease-modifying antirheumatic drugs. The primary objective was to
determine the dose-response relationship of ixekizumab as measured by the
proportion of biologics-naive patients meeting the American College of

Rheumatology 20% improvement criteria (ACR20) at week 12.

Results

Using a logistic regression model defined a priori, a statistically significant
dose-response relationship as measured by ACR20 response rates at week 12 was
detected in biologics-naive patients (P = 0.031). For patients with an inadequate
response to TNF inhibitors, ACR20 responses at week 12 were significantly better
with ixekizumab than placebo (P < 0.05). Decreases in the Disease Activity Score in
28 joints using the C-reactive protein level (DAS28-CRP), Clinical Disease Activity
Index (CDAI), and CRP level from baseline were observed at week 12 in the
ixekizumab groups in both populations (P < 0.05 versus placebo). Onset of action was
rapid in some dose groups in both populations, with improvements in the ACR20,
DAS28-CRP, CRP levels, and CDAI observed by day 3 (P < 0.05). Adverse events
occurred with similar frequencies overall in the ixekizumab and placebo groups.
Infections were more frequent with ixekizumab than placebo (biologics-naive 25%
versus 19%; inadequate responders to TNF inhibitors 27% versus 25%). No

mycobacterial or invasive fungal infections were reported.

Conclusion

Ixekizumab improved RA signs and symptoms in RA patients who were either
naive to biologics treatment or had an inadequate response to TNF inhibitors. The
safety profile was similar to that of other biologic agents, with no unexpected safety

concerns.
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14. Mia toyaromotquévy pueiétn paong Il tns vrodopras Ixekizumab, evig
HOVOKAWVIKOD avTIGONATOS KATA TS IvTEPLevkiviig-17, e aclOeveig ue
PEVUATOELON apBpitida o1 ooiol fTay ancipwg Pfroloyikoi if Elyav averapkn
OVTATIOKPIGY GE OVAGTOAEIS TAPAYOVTO VEKPWOHS OYKOD

Hepiinyn
2Komog

o vo a&ohloyndel 1o ixekizumab, €va HOVOKAOVIKO OVTICOUO OVTL-
wrepAevkiving-17A  (avti-IL-17A), oe 2 mAnBuopovg acBevdv pe pPeLUATOEN
apBpitda (RA): acbeveig mov dev eiyov AdPel Proroyikd gdppaxoa Kot acBevelc pe

OVETOPKT] OVTATTOKPLOT) GE AVAGTOAELG Tapdyovta vEKkpwaong oykov (TNF).

MéBodor
e avt ™ odon II, Tuyatomompuévn SUTAN-TVEAN HEAETN, EIKOVIKO QAPLLOKO

1 ixekizumab yopnynfnke vmodopiwg ce 260 acbBeveic mov dev elyav AdPet
TPONYOLUEVMG Proroykd edppaxa kKo 188 aclevelg pe avemapkr oviamdkpion o€
avaotoAeig TNF 1ig eBdouddeg 0, 1, 2, 4, 6, 8 kar 10 pe tovtdYpOve TPOTOTOMTIKA
™G VOGOV aVTIPELHATIKA Qappaka. O Tpotapyikds 6TdY0G NTOV VO TPOGOOPIGTEL 1|
oxéon ooonc-omdkpiong tov ixekizumab Omwg peTpétal amd TV avaioyio TV
acBevv mov dev elyav AdPer mponyovpéves Proroyikég eEetdoelc, ot omoiot
minpovcav 10 Kpumpo Peitiomong 20% (ACR20) g American College of
Rheumatology tv 121 eBdopdada.

Amotelécuara
XPNOUOTOIDVTOS VAL LOVTELO AOYIKNG TOALVOPOUNONG TOL OPIGTNKE EK TOV

TPOTEPMV, OVIXVELONKE OTATICTIKO ONUOVTIKY oYE0N  OOOTG-AmOKPIoNG  OTWS
petpnOnke pe o mocootd anodkpiong ACR20 v gBdopdda 12 oe acbeveic mov dev
elyav Aapet mponyovuévag Proroykd eapuaka (P = 0,031). T'o toug acbeveig pe
OVETOPKT avTamoOKkplon otovg avactoreig tov TNF, ot amoxpicelg ACR20 v
efdopdda 12 frav onuavtikd KaAbtepeg pe to ixekizumab amd 10 €IKOVIKO QAPLLOKO
(P <0,05). Mewwoeig tov Agiktn Apaoctnpromtag AcBeveidv oe 28 apbpadocelc, pe
xpron tov  emmédov  C-avtdpactikng mpoteivng (DAS28-CRP), tov dgikt

dpaoctnpromtag ¢ kKAMvikng vocov (CDAI) kot tov emmédov CRP and v apyikn
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T mapotmpndnkav v 12n efdopdda otig opddeg ixekizumab kot otovg 600
minBvcpovg (P < 0,05 évavtt ewkovikov @apupdxov). H évapén g dpdong ntav
YPNYOPN GE OPICUEVEG OLAOEG OOGE®V Ko GTOVG OVO TANBLGHOVCE, He PEATUDOELS GTO
eninedo ACR20, DAS28-CRP, CRP ka1 CDAI mov mapatnpnidnkav v 3n nuépa (P
<0,05). AvemBounteg evépyeleg mapatnpiOnKoV HE TAPOUOIEG GULYVOTNTEG OTIC
opdoeg ixekizumab ko placebo. Ot Aopudéeic Mtav mo cuyvég pe to ixekizumab amod
TO EWKOVIKO Qappako (25% évavtt 19%, avemapkels avIomokpitég 6ToVG AvVOGTOAEIS
TNF 27% évavtt 25%). Aev avoeépOnkav pokoPoaktnpotokéc 1 emepuPatiKés

LUK TIOKES AOUMEELS.

2vunépacuo
To Ixekizumab Beltiooe ta onudadio Kot o cvuntdpate RA og acbeveic pe

PA o1 omoior Nrav eite apekeig ot Oepameia Proroyikdv eite elyav ovemapkmn
avTamokplon otovg avaotoieig tov TNF. To mpoeid acepdielog frav TopoOHolo pe

aLTO GAAOV BLOAOYIKOV TOPAYOVI®V, YOPIC OVATAVTEYO TPOPALOTO OCOAAELOGC.

15.A phase 2 dose-ranging study of subcutaneous tabalumab for the treatment of
patients with active rheumatoid arthritis and an inadequate response to
methotrexate

Mark C Genovese, Eric Lee, Julie Satterwhite, Melissa VVeenhuizen, Damon Disch,
Pierre-Yves Berclaz' Stephen Myers, Gregory Sides, Olivier Benichou
April 2017, Ann Rheum Dis, Vol. 72, pp. 1453-1460.

Abstract
Objectives

To assess the dose-response relationship, efficacy and safety of tabalumab, a
human monoclonal antibody that neutralises membrane-bound and soluble B-cell
activating factor (BAFF), in patients with rheumatoid arthritis (RA) with inadequate

response to methotrexate (MTX).

Methods
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In this phase 2, 24-week, double-blind, placebo-controlled, dose-ranging
study, patients with RA (N=158) on stable MTX were randomised by Bayesian-
adaptive method to receive 1, 3, 10, 30, 60, or 120 mg tabalumab or placebo
subcutaneously every 4 weeks for 24 weeks. The primary objective was to test for a
significant dose-response relationship using a statistical model of the proportion of
patients having >50% improvement in American College of Rheumatology (ACR)
criteria (ACR50) at week 24 (prespecified a=0.10).

Results

At week 24, a significant dose-response relationship was observed using
ACR50 (p=0.059) and ACR20 (p=0.044) response rates. Using model-estimated data,
only 120 mg had significantly higher ACR50 and ACR20 response rates versus
placebo (p<0.05). Observed response rates were significantly higher for 120 mg
versus placebo as measured by ACR50 at weeks 12 (p=0.039) and 20 (p=0.018), but
not week 24, and by ACR20 at weeks 12 (p=0.011) and 24 (p=0.039). Mean DAS28
C-reactive protein improved with 120 mg at week 24 (p=0.048). Frequency of
TEAEs was similar across groups (range 50-69%, p=0.884). Ten (8.2%) tabalumab
and 5 (13.9%) placebo patients reported a serious adverse event (SAE). Infections
occurred more frequently in patients exposed to tabalumab (30.3% vs 19.4%). Serious

infections were reported in 3 (2.5%) tabalumab-treated patients only.

Conclusions
A dose-response relationship was detected with monthly subcutaneous
tabalumab. A significant effect was detected with the 120 mg dose with no

unexpected safety signals.

100



15. Mo pueiérny pdons 2 yia Ty 6061 TS DTOOOPIOS TOUTOLOVUAUTNG YIA TH
Ocparncio acOsvav ue evepyo pevuaroeion aplpitioa kal averaprovs
avtamokpions oty pebotpeéarny
Hepiinyn
2Toyon

Mo va ektyunBei n oyéon d66NG-amdOKPIONG, N OTOTEAECUATIKOTNTA KO M
ac@dAiel tov tabalumab, oce éva  avOpOTVO HOVOKA®VIKO OVTICOUO 7OV
€EOVOETEPOVEL TOV TTAPAYOVTO EVEPYOTOINONG TV B-AEHPOKVTTAP®OV TOL GLVOEETOL
pe ™ pepPpdvn (BAFF) oe acBeveig pe peopartosidn apbpitda (RA) pe avemapkn

anokplon ot pebotpegdrn ).

Mé@ooor
e ovt) T pekétn  OuAng-tveANG,  24-gfdouddwv,  SMANG-TLEANG,

e eyOMEVNG e EIKOVIKO @dppoako docoroyioc, ot acBevelig pue RA (N = 158) og
otafepd MTX tuyatomombnkov pe Bayesian-npocappootikn pébodo yua vo Aapfouvv
1, 3, 10, 30 , 60 11 120 mg TOUTAAOLUAUTN 1} EKOVIKO @ApuaKko LTodoping kdbe 4
efoopdoeg v 24 efdopdoes. O mpwTapy KOS oTOXOC MTOV VO SOKIHOOTEL [ia
ONUOVTIKT] ox€omn 000NG-AmOKPIoNG YPNOUYLOTOLOVTIONS £V GTATIOTIKO HOVTEAO TNG
avaroyiog Twv acBevav mov giyav > 50% Pedtioon oto kpurnpro g ACR (American

College of Rheumatology - ACR) tv 24n gBdopdda (mpoxabopicuévn o = 0,10).

Amotelécuara
Tnv efdopdda 24, mapoatnpnOnke . SNUAVTIKY] GYECT OOOTG-ATOKPIONG

ypnoponolmvtos mtocootd andkpiong ACRS0 (p = 0,059) xow ACR20 (p = 0,044).
XPNOWOTOUDVTOS OEOOUEVO EKTIULOUEVO. OO TO HOVTEAO, povo 120 mg eiyav
ONUOVTIKA vyNnAOTEpa Tocootd avtomdkpiong ACRS0 kot ACR20 évavti tov
gwovikov @appaxkov (p <0,05). Ta mopatnpovLEVE TOGOGTA OVTOTOKPIONG TTOV
onuovtikd vynAdtepa vy to 120 mg €vavtt Tov EKOVIKOD QOPUAKOV, OTMG
petpndnke pe ACRS0 otic efdopddeg 12 (p = 0,039) ko 20 (p = 0,018) arid Oy v
gfoopdoa 24 ko pe ACR20 tig efdopadeg 12 (p =0,011) p =0,039). H péon DAS28
C-avtidpaotikny mpowteivn Beltiwbnke pe 120 mg v gfdopndada 24 (p = 0,048). H
ocuyvotnta tov TEAE ftav mapopoa petald tov opddwv (ebpog 50-69%, p = 0.884).

Aéxa (8,2%) aocBeveic pe tapmarovpaunn wor 5 (13,9%) aocBeveic mov €hafav
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EWOVIKO @dpuako avépepav cofapd avemBOunto ovuPav (ZAE). Ot howméelg
eupaviotnkav covyvotepa o acbeveig mov extédnkav oe tabalumab (30,3% évavtt
19,4%). XoPapéc hAowméelc avapépdnkav povo o 3 (2,5%) acBeveic mov élafav

tabalumab.

2ourepdouaro
Aviyvedbnke ot oxéon  00OMNG-OmMOKPIONG  HE  pnvioio  LTodOpLN

TOUTOAOVUAUT. ZNUOVTIKO amoTélespa damoTdinke pe ) 06on tov 120 mg yopic

OVOTTOVTEYO CTLLOTO OCOOAETLOG.

16.Biologic Therapies in Rheumatoid Arthritis and the Risk of Opportunistic
Infections: A Meta-analysis

Irene S. Kourbeti, Panayiotis D. Ziakas, Eleftherios Mylonakis
August 2017, Warren Alpert Medical School of Brown

University, Providence, Rhode Island

Abstract
Objective

Biologic agents are increasingly used to treat patients with rheumatoid
arthritis (RA). We aimed to review their association with opportunistic infections
(Ols), including fungal, viral (with a focus on herpesvirus-related infections),
tuberculosis and other mycobacterial infections.

Methods

We searched PubMed and EMBASE through June 24, 2013, and
complemented the search with the reference lists of eligible articles. The analysis
included randomized trials on RA that compared any approved biologic agent with

controls and reported the risk of Ols.
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Results

A total of 70 trials that included 32 504 patients (21 916 patients receiving
biologic agents and 10 588 receiving placebo) were deemed eligible. Biologic agents
increased the risk of Ols (pooled Peto odds ratio [OR], 1.79; 95% confidence interval
[CI], 1.17-2.74; 1 = 3%), resulting in 1.7 excess infections per 1000 patients treated
(number needed to harm, 582). A significant risk was noted for mycobacterial (OR,
3.73; 95% Cl, 1.72-8.13; 1> = 0), and viral (OR, 1.91; 95% CI, 1.02-3.58; 1= 0)
infections. Interestingly, no significant differences were found for invasive and
superficial fungal infections (1.31; 95% CI, .46-3.72), invasive fungal infections
(2.85; .68-11.91), P. jirovecii pneumonia (1.77; .42-7.47), varicella-zoster virus
(1.51; .71-3.22), as well as overall mortality attributed to Ols (1.91; .29-12.64).

Conclusions

Among patients with RA, biologic agents are associated with a small but
significant risk of specific Ols. This increase is associated with mycobacterial
diseases and does not seem to affect overall mortality. Because Ols are a relatively
rare complication of biologic agents, large registries are needed to identify the exact
effect in different Ols and to compare the different biologic agents.

16.Broioyikég Oepameiec ot peopatoeldn apdpitidon Kol 0 Kivouvog EVKALPLOK®OV
ropoéeov: Mo peta-avaivon
Mepiinyn
YKOTOg

Boloywcol mapdyovteg ypnoyomorodvtor OAO Kol TEPIGGOTEPO YA TN
Oepancio acBevaov pe pevpotosdn  apbpitda (RA). Xt0xog pog Mrov  va
EMOVEEETAGOVLE TN GUVOECT TOVG HE EVKOPLOKEG AOUMEELS, GUUTEPIAAUPOVOUEVDV
TOV LUKNTIOKOV, 107eVAOV (Le Eupaot ot AomEelg mov oyetilovtot pe Tov 10 Tov

£pINTa), TG PLUOTIOONG Kot GAADV LUKOPAKTNPLOKDOV AOTUDEEDV.

MéBoodor
Avalnmoape ta PubMed xou EMBASE péypt tic 24 Iovviov 2013 ko

CUUTANPOCOUE TNV avalntnon He TiG AMoteg avapopdg towv emAéiiuwv dpbpwov. H
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avédivon mepeddpPoave toyonomompéveg peiéteg v v RA mov ouvékpvav
EYKEKPIUEVOUG PLOAOYIKOVG TTOPAYOVTES LE TOVS HLAPTLPES KO OVEPEPOV TOV KiVOLVO

epedaviong OL.

Amoteléouara
2vvohika, 70 dokipég mov meptehdpPavay 32 504 acBeveic (21 916 acbeveig

nmov élaPav Proroyikovg mapdyoviec ko 10 588 acOeveic mov eldpfavav gikovikd
eappoko) Bewpnniov emdé€ipor. Ot Proroykol mapdyovteg avéncav Tov Kivouvo
epnoaviong Ols (ovykevipopévog Adyog mbavotntov Peto [OR], 1,79, 95% dibotua
eumotoovvng [CI], 1,17-2,74, 12 = 3%), pe 1,7 vrepPoiég porvvoes ava 1000
acBevelg , 582). 'Exer mapoammpnBel onpavtikdg kivouvog yio poAOVeELS oamod
pokofaxtipro (OR, 3.73, 95% CI, 1.72-8.13, 12 = 0) kot uxkég (OR, 1.91, 95% CI,
1.02-3.58, 12 = 0). Eivat evéiagépov 0Tt dev EVIOTIGTNKOV GNUAVTIKEG SLOPOPES YLl
dmontikéc ko empavelakés pokntokés Aoméelg (1,31, 95% CI, .46-3,72),
dmOnTcég pokntokég Aowméelg (2,85, .68-11,91), mvevpovia tov P. jirovecii (1,77,
A42-7,47) , tov 10 avepegvioylds-Cootpa (1,51 - .71-3,22), KabdS Kot T GUVOMKNY
Bvnolpotnto Tov amoddbnke oto OI (1,91 - .29-12,64).

2ounepdouara
Meta&d tov acbevav pe PA, ot Prodoywol mapdayovieg cvoyetiCovror pe

pkpd aAld onuavtikd kivouvo cvykekpyévov Ol Avti n avénon oyxetiCeton pe
pokoPaxtnpolokés acbéveleg kot Ogv  Qaivetor vo  emnpedlel T GLVOAIKN
Ovnowotmta. Emedn ot Ol elvar pio oxetikd omdvio emmiokn TV PloAoyikmv
TOPAYOVIOV, OTOLTOOVIOL UEYAAD HNTPAOO YO TOV TPOGOOPIGHO TG aKpyPoig
enidpaong oe Olapopetikovg Ol kot v ™ ochykpion TOV SPOp®V Proroyik®dv

TOPAYOVIOV.

17.Drugs in Patients With Active Rheumatoid Arthritis: A Randomized Trial
Joel Kremer, Zhan-Guo Li, Stephen Hall, Roy Fleischmann, Mark Genovese, Emilio

Martin-Mola, John D. lIsaacs, David Gruben, Gene Wallenstein, Sriram

Krishnaswami, Samuel H. Zwillich Tamas Koncz, Richard Riese, John Bradley

April 2019, Ann Intern Med, Vol 159, No 4, pp. 253-261
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Abstract
Background

Many patients with rheumatoid arthritis (RA) do not achieve adequate and
safe responses with disease-modifying antirheumatic drugs (DMARDs). Tofacitinib is

a novel, oral, Janus kinase inhibitor that treats RA.

Methods
114 centers in 19 countries. 792 patients with active RA despite nonbiologic

DMARD therapy.

Results
Mean treatment differences for ACR20 response rates (month 6) for the 5-mg

and 10-mg tofacitinib groups compared with the combined placebo groups were
21.2% (95% CI, 12.2% to 30.3%; P < 0.001) and 25.8% (ClI, 16.8% to 34.8%; P <
0.001), respectively. The HAQ-DI scores (month 3) and DAS28-4(ESR) less than 2.6
response rates (month 6) were also superior in the tofacitinib groups versus placebo.
The incidence rates of serious adverse events for patients receiving 5-mg tofacitinib,
10-mg tofacitinib, or placebo were 6.9, 7.3, or 10.9 events per 100 patient-years of
exposure, respectively. In the tofacitinib groups, 2 cases of tuberculosis, 2 cases of
other opportunistic infections, 3 cardiovascular events, and 4 deaths occurred.
Neutrophil counts decreased, hemoglobin and low- and high-density lipoprotein
cholesterol levels increased, and serum creatinine levels had small increases in the

tofacitinib groups.

Conclusion
Tofacitinib improved disease control in patients with active RA despite

treatment with nonbiologic DMARDSs, primarily methotrexate.
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17.AvtarhokTiKG Qappoka o€ ac0eveic pe evepyod peopotoerdn apOpitidon: ma
Toyaio doKiun

Hepiinyn
Iotopiko

[ToAoil acBeveig pe pevpatoedn apbpitda (RA) dev emtvyydvovy emopkeic
KOl OGQOAELS OVTIOPAGEIS HE OVTIPEVUOATIKA (APUOKO TPOTOTOINoNG TNG VOGOU
(DMARDs). Tofacitinib eivor évag véog, amd TOV GTOUATOC, AVACTOAENS KIVAGNG

Janus ov avtipetonilel tnv RA.

MéBoodog
114 xévipa o 19 ydpes. 792 acbeveig pe evepyn RA mapd ™ un Proroykn

Bepaneic DMARD.

Amroteléouara
Ot péoeg dapopéc Bepameiag yio To tocootd andkpiong ACR20 (uva 6) y

T1G opdoeg tofacitinib twv 5 mg kot 10 mg oe GOYKPIoN HE TIG GLVOVACUEVES OUADES
gwovikov gappakov Ntov 21,2% (95% CI, 12,2% éwg 30,3%, P <0,001) % (CI,
16,8% ¢mg 34,8%, P <0,001), avtictorya. Ot Babuoroyiec HAQ-DI (uqva 3) kou ta
nocootd omdkpiong DAS28-4 (ESR) pikpotepeg amd 2,6 (uqva 6) Ntav emiong
avaTeEPEG OTIC opadeg tofacitinib €vovilt Tov €iKovikov @appdkov. Ta TocooTd
eueaviong cofapav avemBountov evepyeidv ywoo acbevelg mov €hafov S mg
tofacitinib, 10 mg tofacitinib 1| ewovikd edappaxo Nrav 6,9, 7,3 1 10,9 copPavta avd
100 étn acBevov-£n, avtictorya. ZT1g opddeg tofacitinib, 2 Tepittdcelg puUATI®OONG,
2 TEPUITOOELS GAA®DV EVKOUPLOK®OV AOUOEE®Y, 3 Kapdlayyelokd coppdupata kot 4
Bavatovg. Ot PEIDOEIS TV OVLOETEPOPIA®MY UEWWONKOV, 1 OocEopivy Kol To
EMMEDN YOANOTEPOANG YOUUNANG Kol VYNANG TUKVOTNTAG AMTOTPOTEIVOV v Onkay

Kot T eMimed0 KpeaTvivng otov opd elyav Hkpéc avénoels oTig opdades tofacitinib.

2vunépacuao
To tocinitinib BeAtiwoe tov €heyyo tng vocov oe acbeveic pe evepyd RA,

napd ) Beponeio pe pun Proroyikd DMARDSs, kuping pebotpegarn.
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18.Study of advanced rheumatoid arthritis
Carolina da Silva Carvalho, Luiz Eduardo Coelho Andrade, Silene Peres Keusseyan,

Jodo Lucas Rangel, Juliana Ferreira-Strixino, Airton Abrahdo Martin, Leandro José

Raniero

May 2018, Engenharia Biomedica, VVol. 30, No 1, pp. 54-63.

Abstract
Introduction

Rheumatic diseases are considered public health problems affecting millions
of people worldwide resulting in high and rising health-care costs. In this work,
Fourier Transform Infrared spectroscopy associated to Partial Least Square regression

(PLS) analysis was used to diagnose rheumatoid arthritis (RA) from human serum.

Methods
The sera of 94 individuals were collected, which included 47 from rheumatic

patients and 47 from healthy individuals. The results from PLS analysis were
compared to standard clinical trials such as anti-citrullinated peptide antibodies, C-
Reactive protein, and Rheumatoid factor.

Results
For clinical diagnosis, the anti-citrullinated peptide antibodies of second

generation proved to be the most specific to diagnosis rheumatoid arthritis even after

long periods of drug therapy.

Conclusions
The qualitative PLS analysis has shown higher values of IgM of RA group,

but the difference was very small. The RA patients were under medication, which
interfered with the IgM concentration.
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18.H ueciétny mpoywpnuévng peouatogdovg aplpitioag

Lepinyn
Ewcaymwyn

Ov pevpatikég acBéveleg Bempodvtar mpofAnquota OMudclag vyeiag mTov
TANTTOVV  EKATOUUDPLO  OVOPOTOVE TOYKOOUI®mG Kot odnyoblv G LYNAG Kot
avéavopevo  €£0da  1ATPOPOPUAKEVTIKIG TepiBaiyne. Ze oavt| TV gpyacia
YPNOOTOMONKE  QooUATOCKOTIOL VIEPVOpOL  petacynuoticpod  Fourier  mov
ocvoyetiletonr pe avaivon pepikng eldrtwong tov tetaptnuopiov (PLS) yo

ddyvaon g pevpatogdovg apbpitidag (RA) and tov avBpadmivo opo.

Mé@ooor
SuléyOnkav ot opoi 94 atoduwv, ot omoiot mepieiyav 47 acBevelg amd

pevpaTikovg acHeveic ko 47 and vyleic acbeveis. Ta amotedéopata and TV avaivon
PLS ocvuykpinkov pe tomomompuéves KMVIKEG OOKIUES OTTMG OVTI-KITPOLAIVIOUEVQ

TENTIOIKA avticopata, tpoteivi) C-Reactive kot mapdyovto pevpatogdog.

Amoteréopato
Mo v KAvik) SdyveooT, 1o avI-KITPOLAVIOUEVE TEXTIOKE OVTICOUOTOL

devtepng YeVidg amodelydnkav ta mwo €WKl ot SAYVOoN NG PELVHOTOELO0VC

apOpitidag aKdun Kot HeTd amd HaKpEG TEPLOSOVS PUPUAKEVTIKNG Bepameiag.

2ounepdouara
H mowotikr] avélvon PLS €de1i&e vyniotepec tipég IgM opddac RA, adAd n

dtapopd NTav ToAD pkpr|. Ot acBeveic pe PA vmofAndnkav ce gopuoKeLTIKN orymyn,

N omoia mapeunddce ™ cvykévipwon IgM.

19.The Effectiveness of Hydrotherapy in the Management of Rheumatoid Arthritis:
A Systematic Review

Khamis Y. Al-Qubaeissy, Francis A. Fatoye, Peter C. Goodwin, Abebaw M.

Yohannes

June 2019, Musculoskelet Care, Vol. 11, pp. 3-18.
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Abstract
Background

Hydrotherapy is frequently indicated for the rehabilitation of patients with
rheumatoid arthritis (RA); nevertheless, there has been inadequate appraisal of its
effectiveness. The potential benefits of hydrotherapy for patients with RA are to

improve and/or maintain functional ability and quality of life.

Methods
AMED, CINAHL, EMBASE, MEDLINE, PubMed, Science Direct and Web

of Science were searched between 1988 and May 2011. Keywords used were
rheumatoid arthritis, hydrotherapy, aquatic physiotherapy, aqua therapy and water
therapy. Searches were supplemented with hand searches of references of selected
articles. Randomized controlled trials were assessed for their methodological quality
using the Physiotherapy Evidence Database (PEDro) scale. This scale ranks the
methodological quality of a study scoring 7 out of 10 as ‘high quality’, 5-6 as

‘moderate quality’ and less than 4 as ‘poor quality’.

Results
Initially, 197 studies were identified. Six studies met the inclusion criteria for

further analysis. The average methodological quality for all studies was 6.8 using the
PEDro scale. Most of the studies reported favorable outcomes for a hydrotherapy
intervention compared with no treatment or other interventions for patients with RA.
Improvement was particularly noted in reducing pain, joint tenderness, mood and
tension symptoms, and increasing grip strength and patient satisfaction with

hydrotherapy treatment in the short term.

Conclusions
There is some evidence to suggest that hydrotherapy has a positive role in

reducing pain and improving the health status of patients with RA compared with no
or other interventions in the short term. However, the long-term benefit is unknown.

Further studies are needed.
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19.H amoteieouatikdtnta TS 0opolepameiag oty J1oyEipion TS PEVUATIELO0VS
apOpitidoas: Mio GOGTHUATIKY AVOGKOTION
Hepidnyn
Iotopixo

H vdpobepaneia evdeikvotor cvyvéd ywe v amokatdotacn acOevov pe
pevpotoedn apbpitda (RA). IMap '6la avtd, vaipEe avemopkng eKTIUNOT NG
anoteAecLaTIKOTNTAS TOV. Ta duvnTikd opEAN g vOpobepaneiog yio acBeveig pe PA
elval n Bertioon kot / 1 ) S THPNOTN TNG AEITOVPYIKNG IKOVOTNTOS KO TNG TOLOTNTOGC
Cofg.
Mé@ooor

AMED, CINAHL, EMBASE, MEDLINE, PubMed, Science Direct kot Web
of Science avalnmOnkav peta&d 1988 wkor Maiov 2011. Or Aé&eic-kAedid mov
ypnoorombnkay NTav M pevuaTosdns apbpitida, n vopobepomeia, M VOPOHPIA
evooBepaneio, 1 vopobepameion ko M vopobepameia. Or  avalnTNoELS
CUUTANPOONKAY pE YEPOKIVNTEG OvaiNTCELS avaPOpdV emAeypévev dpbpwv. Ot
TUYOLOTOMUEVEG EAEYYOUEVES OOKIUES aloAoynOnkay ywoo T HEBOSOAOYIKY TOVG
ot Ypnoonowmvtag Vv KAlpoka Bdoswv Agdopévov duoikobepameiog
(PEDro). Avt n xMpoko Kotatdoost ™ peBodoroyikny motdtnto pog UeAETNG
Babuoroydvtag 7 amd Toug 10 ©g «oynAng TodTNTaCY, 5-6 OC «UETPLO TOLOTNTON» KO

MyoOtepPO amd 4 MG «KOKN TOWOTNTON.

Amoteléopara
Apyikd, tpocdtopiomray 197 perétec. 'E&L pedéteg mAnpovcav ta Kpitnpio

évtaéng v meportépo avaivor. H péon pebodoroyikn| motdotnta yio OAeG TIG LEAETEG
nrav 6,8 ypnowonowwvrag Vv kAipoako PEDro. Ou mepiocotepeg amd T1g HEAETES
avépepay BeTikd amoteléopata Yo Tapéupacn vopobepanciog o GUYKPION UE Kopia
Oepaneio 1 dAlec mopepPdoeig v acbeveig pe PA. Bektioon mopotnpnOnke
wlitepa ot peiwon tov wOHVov, G evaucHnociog TV apbpdcewv, TOV
CLUTTOUATOV O1dbeong Kot Téong Kot TG avénong g OOGVaUNg TpOGPUONG Kol TNG

Kavomoinong Tov aclevav pe m Bepaneio vopobepaneiog Ppayvnpodecyia.
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2ournepdouara
Yrdpyovv opiopéva otoryeion mTov vrodnAmdvouvy Ot M vopobepameio £xel

Betikd pOLlo ot peiwon Tov TOVOL Kot otn Pedtimon TG KatdoTtaong vysiog twv
acOevov pe PA oe olykpion pe kaploa 1 GAlec mopesppacelc BpayvmpdOecpia.

Q061660, T0 HOKPOTPOOEG O OPELOG Eival AyvmoTo. AToTOOVTOL TEPUITEP® UEAETES.

20.Rheumatoid Arthritis Classification Criteria
Daniel Aletaha, Tuhina Neogi, Alan J. Silman, Julia Funovits, David T. Felson,

Clifton O. Bingham, Neal S. Birnbaum, Gerd R. Burmester, Vivian P. Bykerk, Marc
D. Cohen, Bernard Combe, Karen H. Costenbader, Maxime Dougados

September 2016, ARTHRITIS & RHEUMATISM, Vol. 62, No. 9, pp 2569-2581.

Abstract
Obijective

The 1987 American College of Rheumatology (ACR; formerly, the American
Rheumatism Association) classification criteria for rheumatoid arthritis (RA) have
been criticized for their lack of sensitivityin early disease. This work was undertaken

to develop new classification criteria for RA.

Methods
A joint working group from the ACRand the European League Against

Rheumatism developed, in 3 phases, a new approach to classifying RA. The work
focused on identifying, among patients new lypresenting with undifferentiated
inflammatory synovitis, factors that best discriminated between those who were and
those who were not at high risk for persistentand/or erosive disease—this being the

appropriate cur-rent paradigm underlying the disease construct rheu-matoid arthritis.

Results
In the new criteria set, classification as definite RA is based on the confirmed

presence of synovitis in at least 1 joint, absence of an alternative diagnosis that better

explains the synovitis, and achievement of a total score of 6 or greater (of a possible
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10)from the individual scores in 4 domains: number and site of involved joints (score
range 0-5), serologicab normality (score range 0-3), elevated acute-phase response

(score range 0-1), and symptom duration (2levels; range 0-1).

Conclusions
This new classification system redefines the current paradigm of RA by

focusing on features at earlier stages of disease that are associated with persistent
and/or erosive disease, rather than defining the disease by its late-stage features. This
will refocus attention on the important need for earlier diagnosis and institution of
effective disease-suppressing therapy to prevent or minimize the occurrence of the
undesirable sequelae that currently comprise the paradigm underlying the disease

construct “rheumatoid arthritis.”

20. Kpitipio taltvounens tns pevuatoEldovs aplpitioos

Lepinyn
2KoTOg

To kpirripro ta&vounong g pevpatoedove apbpitdoc (RA) tov American
College of Rheumatology (ACR, mponv American Rheumatism Association) ywo tnv
pevpatostdn apbpitida (RA) éxet kpiBel yoo v €AAewym evaicOnociog tovg oty
TpOun voco. Ot gpyacieg avtég avoineinkoyv yu TNV ovarntuén véomv kpumpiov

tavoumong yo v RA.

MéBodor
Mo kowvn ouddo epyaciog amd v ACR kot v Evponaikn ‘Evoon katd

10V Pevpoticpudv avéntuée, oe 3 paoels, pia véa Tpocsyyion yo v tavounon g
RA. To épyo emkevtpmBnke otov eviomiopo, peta&h tov actevav mov mapovsialav
véoug aoBevelc pe oadlapopomointn  @Aeypovoon opbpitida, mapdyovieg mov
dlakpivovtay KaAvTepa HeTallh exeivov TOv NTOV Kol EKEIVOV TOV JEV SOTPEYOLV
VYNAO kivouvo yuo emipovn 1 / Ko dStouPpotikn acbévela - avtd givol 10 KoTdAANAO
TPOTLTO Y10 TO VOCOKOUEID OV amotedel T Pdon Tng KoTaokeLNS TG acHivelog

PELUOTOEONG apBpitida.
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Amoteléopara
Yta véa kaBopiopéva kprmpia, 1 tagvounon og opiotiky RA Baciletor oty

emPeParopévn mapovoio g apbpitdag oe TovAdyiotov 1 dpbpwon, oy amovcio
EVOAMOKTIKNG Otdyvomong mov eényel xoAvtepa v apBpobvlokitida kot otnv
emiteven ovvolkng Pobuoroyiag 6 M peyordtepng 10) amd TIC HELOVOUEVES
Babuoroyieg oe 4 toueic: apBuoc kor Béom eumiexdpevov apbpocewv (g0pog
Babuoroyiag 0-5), kavovikdotnto serologicab (svpog Pabuoroyiag 0-3), avénuévn
andkpion o&elag pdong (evpog Pabuoroyiog 0-1) kol counTopa ddpketa (2 enineda,

gvpog 0-1).

2vunépacuo
Av16 10 Véo cuotnua tagvounong emovarpocdlopilel To onuepvd TPOTLITO

g PA eotidlovtog oto YopoKINPIoTIKE 08 TOAMOTEPO GTASIO TNG VOGOL TOV
oyetilovton pe emipovn 1 / ko dwaPpmtikn achéveln, avti va opilel tnv acbéveln amd
TO YOPOKTINPIOTIKA TNG TEAELTALNG PdonG. AVTO Ba £0TIAGEL €K VEOV TNV TPOGOYN OTN
ONUOVTIKY ovaykn €ykoupng otdyvoong Kot kabiépmong amotelecpatikng Oepomneiog
KOTOOTOANG TNG VOGOL Yo TNV TPOANYM M TV EAOYIGTOTOINGT TNG EUPAVIONG TOV
avemBOUNTOV ETOKOLOVO®Y TOV GHLEPH ATTOTEAOVV TO LIOJEIYUO, TOL ATOTEAEL TN

Baon ¢ kataokewng ¢ acBévelag "pevpatostdng apbpitida.

21.Biologics for rheumatoid arthritis: an overview of Cochrane reviews
Jasvinder A. Singh, Robin Christensen, George A. Wells, Maria E. Suarez-Almazor,

Rachelle Buchbinder, Maria Angeles Lopez-Olivo, Elizabeth Tanjong Ghogomu,
Peter Tugwell

October 2018, Sao Paulo Med. J., vol.128, No.5, Sdo Paulo.

Abstract
Background

The biologic disease-modifying anti-rheumatic drugs (DMARDSs) are very
effective in treating rheumatoid arthritis (RA), however there is a lack of head-to-head

comparison studies.
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Methods
This 'Overview of Reviews' was done by including all Cochrane Reviews on

Biologics for RA available in The Cochrane Library. We included only data on
standard dosing regimens for these biologic DMARDs from placebo-controlled trials.
The primary efficacy and safety outcomes were ACR50 and withdrawals due to
adverse events. We calculated Risk Ratios (RR) for efficacy, Odds Ratio (OR) for
safety and combined estimates of events across the placebo groups as the expected
Control Event Rate (CER). Indirect comparisons of biologics were performed for
efficacy and safety using a hierarchical linear mixed model incorporating the most
important study level characteristic (i.e. type of biologic) as a fixed factor and study
as a random factor; reducing the between study heterogeneity by adjusting for the
interaction between the proportion of patients responding on placebo and the duration
of the trial.

Results
From the six available Cochrane reviews, we obtained data from seven

studies on abatacept, eight on adalimumab, five on anakinra, four on etanercept, four
on infliximab, and three on rituximab. The indirect comparison estimates showed
similar efficacy for the primary efficacy outcome for all biologics with three
exceptions. Anakinra was less efficacious than etanercept with a ratio of RRs (95%
ClI; P value) of 0.44 (0.23 to 0.85; P = 0.014); anakinra was less efficacious than
rituximab, 0.45 (0.22 to 0.90; P = 0.023); and likewise adalimumab was more
efficacious than anakinra, 2.34 (1.32 to 4.13; P = 0.003). In terms of safety,
adalimumab was more likely to lead to withdrawals compared to etanercept, with a
ratio of ORs of 1.89 (1.18 to 3.04; P = 0.009); anakinra more likely than etanercept,
2.05 (1.27 to 3.29; P = 0.003); and likewise etanercept less likely than infliximab,
0.37 (0.19 t0 0.70; P = 0.002).

Conclusions
Based upon indirect comparisons, anakinra seemed less efficacious than

etanercept, adalimumab and rituximab and etanercept seemed to cause fewer

withdrawals due to adverse events than adalimumab, anakinra and infliximab.
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Significant heterogeneity in characteristics of trial populations imply that these
finding must be interpreted.

21. Bioloyikd, yra Tty peopatocion aplpitido: emekonnon Ty alloloyicemy g
Cochrane

Hepiinyn
Iotopixo

Ta Broroyucd tpomomomtikd avtt-pevpatikd edppoka (DMARDS) etvat moAd
arotedecpatikd otn Oepomeio g pevpaToeldovg apbpitidag (RA), motdc0 vVIapyet

EMAELYT LEAETOV GLYKPITIKNG LEAETTG.

MéBoodor
Avt N «Emokénnon tov avabempnoemvy £yve LE TN GLUTEPIANYN OA®V

tov avackomnoewv Cochrane ce Ploddyovg yuoo v RA mov eivon daBéoyueg ot
Biprodnkn Cochrane. [TepiehdPape pdévo dedopéva yor To TUTOTOUEVE OOGOLOYIKA
oynuata yioo ovtd to froroyikd@ DMARDs amd eheyyOUEVES LLE EIKOVIKO QOPLOKO
perétec. Ta mpmTELOVTO OMOTEAECUOTO OMOTEAECUATIKOTNTAG KOU OGQPAAELNG TTOV
ACRS50 kol avoAnpelg AOY® avemBountov evepyeldv. YTOAOYIGOUE TOVG OEIKTES
kwvovvov (RR) v v amotedespotcomta, tov dgiktn mbavomrag (OR) ywo v
ACPAAELD, KOL TIC CLUVOLOCUEVES EKTIUNCELS TOV GLUUPBAVTOV G OAEC TIG OUADES TOV
EIKOVIKOD QapUAKOL ¢ TO avaUEVOUEVO T0G0aTO cupPavtog eréyyov (CER). Eywvav
éupeceg  ovykpioelg  PlOAOYIKOV  UE  OMOTEAEGUOTIKOTNTO  KOlU  OOQAAELQ
YPNOCLOTOIDVTAG EVOL 1EPAPYIKO YPOUUKO HEKTO HOVIEAO 7OV EVOMUATMOVEL TO
ONUOVTIKOTEPO YOPOKTNPLOTIKO emmédov peAétng (OnA. Tov tOHmo Proroyikov) g
ot10fepd TOPAYOVTO Kol HEAETN MG TLYOIO TOPAYOVTO. HEUDVOVTOS TNV ETEPOYEVELN
™G LEAETNG TPOooapolovTag TNV aAANAETIdpaon LETAED TOV TOGOGTOL TMV AcOevmv

oV AoV EIKOVIKO PAPLLOKO Kot TNG OEPKELNG TG SOKIUNG.

Amroteléouara
Ao ta €& dnbéoya oyodAe Tov Cochrane, eMjeOncav dedopuéva amd entd

peAéteg ywoo To abatacept, okt® ywo adalimumab, wévte yia anakinra, téccepa yio

etanercept, téooepa ywn infliximab kot tpio yio rituximab. Ot exTiunoelg EPUEONC
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ovykplong €o0e1gav  TOPOUOlD  OMOTEAECUATIKOTNTO YlO. TO KUPLO OTMOTEAEGL
ATOTEAECUATIKOTNTOS Yol OAOVG TOLG Proddyovg pe tpelg e€apéoets. To Anakinra
Ntav Ayodtepo anotedecpatikod ond to etanercept pe ovaroyia RRs (95% CI, tiun P)
0,44 (0,23 ¢wg 0,85, P = 0,014). 1o anakinra ftav Aty0teEpo amOTEAECUATIKO Omd TO
rituximab, 0,45 (0,22 éwg 0,90, P = 0,023). kou eniong to adalimumab ntov wo
amoteleopaTikod and 1o anakinra, 2,34 (1,32 éwg 4,13, P = 0,003). Ocov agopd tv
ac@arela, to adalimumab ftav wo mOavO vo 00MYNoEL GE AMOGVPCELS GE GUYKPION
pe v eroavepoénn, pe ovoroyio ORs 1,89 (1,18 éwc 3,04, P = 0,009). anakinra
mBavotepo amnd to etanercept, 2,05 (1,27 éwg 3,29, P = 0,003). kot eniong etanercept
Mybtepo mbavo amod to infliximab, 0,37 (0,19 éwg 0,70, P = 0,002).

2ournepdouara
Me Baon éupeoceg ovykpioelc, 1o anakinra avnke AyOTEPO OMOTEAECUOTIKO

and 6t to etanercept, To adalimumab ko To rituximab kot to etanercept gaivetal va
TPOKOAOVV  AYOTEPEG OAMOGUPGES AOY® avemBountov evepysudv omd Otl Ta
adalimumab, anakinra kot infliximab. Xnpovtikn €tepoyéveln ota YOPOKTNPLOTIKA
TOV OOKIHAOTIKOV TANOUGUOV LTOONAMVEL OTL OVTEG Ol OOMIGTAOCES TPEMEL VO

epunvevbovv.

22.Rheumatoid arthritis disease activity measures: American College of
Rheumatology recommendations for use in clinical practice

Jaclyn Anderson, Liron Caplan, Jinoos Yazdany, Mark L. Robbins, Tuhina Neogi,
Kaleb Michaud, Kenneth G. Saag , James R. O'dell, Salahuddin Kazi

May 2017, Arthritis Care & Research, Vol. 64, No. 5, pp. 640-647.

Abstract
Objective

Although the systematic measurement of disease activity facilitates clinical
decision making in rheumatoid arthritis (RA), no recommendations currently exist on
which measures should be applied in clinical practice in the US. The American
College of Rheumatology (ACR) convened a Working Group (WG) to

comprehensively evaluate the validity, feasibility, and acceptability of available RA
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disease activity measures and derive recommendations for their use in clinical

practice.

Methods
The Rheumatoid Arthritis Clinical Disease Activity Measures Working Group

conducted a systematic review of the literature to identify RA disease activity
measures. Using exclusion criteria, input from an Expert Advisory Panel (EAP), and
psychometric analysis, a list of potential measures was created. A survey was
administered to rheumatologists soliciting input. The WG used these survey results in

conjunction with the psychometric analyses to derive final recommendations.

Results
Systematic review of the literature resulted in identification of 63 RA disease

activity measures. Application of exclusion criteria and ratings by the EAP narrowed
the list to 14 measures for further evaluation. Practicing rheumatologists rated 9 of
these 14 measures as most useful and feasible. From these 9 measures, the WG
selected 6 with the best psychometric properties for inclusion in the final set of

ACR-recommended RA disease activity measures.

Conclusions
We recommend the Clinical Disease Activity Index, Disease Activity Score

with 28-joint counts (erythrocyte sedimentation rate or C-reactive protein), Patient
Activity Scale (PAS), PAS-1l, Routine Assessment of Patient Index Data with 3
measures, and Simplified Disease Activity Index because they are accurate reflections
of disease activity; are sensitive to change; discriminate well between low, moderate,
and high disease activity states; have remission criteria; and are feasible to perform in

clinical settings.
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22. Métpa dpaotnproTnTog TS VOGO0L TG PEVRATOEO0VS apBpitidng: XvoTdoseig
s American College of Rheumatology ywa xpfion otnv kvikn apacn
Hepiinyn
X10y0¢

[Topdro mov 1 ocvoTUOTIKY HETPNOM NG OpAcTNPOTNTAS NG VOGOL
OlEVKOADVEL TN AMyn KAVIKGOV amo@doemv ot pevpatosdn apbpitida (RA), dev
VILAPYOVV GYUEPO. CLGTAGELS GYETIKA LE TO LETPO TOV TPETEL VO EPOPUOGTOVY GTNV
KhMvikny mpoktikny ot HITA. To Apepwovikd KoAéyio Pevpatoroyiag (ACR)
ovykdieoe po Opdda Epyacioag (WG) yuo tqv mAnpn agloddynon g eyKupotnTog,
NG OKOTUOTNTOG KOl TNG Om0d0YNG TV S00EGIH®MY HETPOV Yo TN dPACTNPLOTNTO

™G vooov RA kot yio T AMyn 6uGTAGE®VY Yo, T (P1|OT TOLS GTNV KAVIKY TPOKTIKY.

MéBodor
H Opéda Epyasciog yia ™ Merémn g Apaostnpromrag g KAwvikng Nocov

G Pevpatoeidotg ApOpitidag mpaypatomoince pio GUGTNUATIKY OVOOKOTNGN NG
Biproypapiog yio v tavtonoincn tov pHETp@V dpactnplodtrag e achévelag RA.
XPpNOIUOTOIOVTOS KPLTNPLOL  OTTOKAEIGHOD, €10NYNoN omd GUUPOVAELTIKO TAVEA
eunepoyvouovov (EAP) kot yoyouetpikn avaivon, dnpovpyndnke £voc KatdaAoyog
mBavav péEtpav. AeEnyon épevva 6Tovg pevpatoAdyovg mov {nTodsav TANPOPOpPiES.
H opdda epyasiog yxpnoiponoincse ovtd To amoTeAESUATO TG EPEVLVOG GE GLVOLOCUO

LLE TIC YUYOUETPIKES OVOAVGELS Y10 VAL OVTAN|GEL TEMKEG CUGTAGELS.

Amoteléopara
H ovomuatikn avackoémnon e Piprloypaeiog eiye o¢ amotéAecpo tov

evromiopd 63 p€tpov pETpNoNg g dpactnpottag e achévelng RA. H epapuoyn
TOV KPLITNPIOV 0moKAEIGHOV Kot TV a&toloynoewv ond to EAP peimwoe tov Katdroyo
oe 14 pétpa yuo mepartépm aglordynorn. Ot ackovpeveg pevpatordyot Babpordyncay
9 amd to 14 avtd pérpa g TOAD ypNoa Kot EPkTd. Ao avtd ta 9 pétpa, n WG
eméhele 6 Ue TIG KOADTEPES YUYOUETPIKES O1OTNTES Y10 VO CUUTEPIANPOEL 6TO TEMKO

OUVOLO T®V EVEPYELDY TTOL GyeTilovtal pe v acBévela g RA.

2ournépocua
Yvviotovpe tov  Agiktn  Apaocmpdmrag Khwvikig Noocov, Aeikn

Apacmpomrag AcbBeveidv pe petpnoelg 28 apbpooewv (pubudc kabilnong
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epubBpokvttdpov M mpoteivn C-avidpmcag), KAILAKO OpacTnplOTNTIS 0c0evonS
(PAS), PAS-II, povtiva a&lohdynong dedouévav deiktn acevov pe 3 uétpa, Kot Tov
Agikng Apaoctnpiomtog Amiomompuévng Nocov emedn etvar axpiPels avakiacelg
mg dpactnpuomntag g vocov. Emiong, sivar evaicbnta omv ordaynq ot
dtokpivovtor KoAG HETOED TOV YOUNADV, HETPLOV Kol DYNADV KOTOGTACEWDV TNG
acOévelng evd TELOG £Y0LV KPLTNPLEL SlypOaPnS Kol €lval €IKT 1 €KTEAEOT OF

KMVIKEC GLVOT|KEC.

23.Treating rheumatoid arthritis to target: recommendations of an international
task force

Josef Smolen, Daniel Aletaha, Johannes Bijlsma, Ferdinand Breedveld, Dimitrios
Boumpas, Gerd Burmester, Bernard Combe, Maurizio Cutolo, Maarten de Wit,

Maxime Dougados, Paul Emery, Alan Gibofsky, Juan Jesus Gomez-Reino
January 2017, Annals of the Rheumatic Diseases, Vol. 70, pp. 1349-1353.

Abstract
Background

Aiming at therapeutic targets has reduced the risk of organ failure in many
diseases such as diabetes or hypertension. Such targets have not been defined for
rheumatoid arthritis (RA).

Methods
A task force of rheumatologists and a patient developed a set of

recommendations on the basis of evidence derived from a systematic literature review
and expert opinion; these were subsequently discussed, amended and voted upon by
>60 experts from various regions of the world in a Delphi-like procedure. Levels of

evidence, strength of recommendations and levels of agreement were derived.

Results
The treat-to-target activity resulted in 10 recommendations. The treatment

aim was defined as remission with low disease activity being an alternative goal in

patients with long-standing disease. Regular follow-up (every 1-3 months during
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active disease) with appropriate therapeutic adaptation to reach the desired state
within 3 to a maximum of 6 months was recommended. Follow-up examinations
ought to employ composite measures of disease activity which include joint counts.
Additional items provide further details for particular aspects of the disease. Levels of

agreement were very high for many of these recommendations (=9/10).

Conclusion
The 10 recommendations are supposed to inform patients, rheumatologists

and other stakeholders about strategies to reach optimal outcomes of RA based on

evidence and expert opinion.

23. Ogpameio THS PEVUATOEIOOVS apOpPITIOAS: GVETAGEIS HIOS O1EOVOVS OUAIAS
epyaciog
Hepiinyn
Iotopixo

H emitevén Bepoamevtikdv otéymv €Yel HEIDOOEL TOV KIVOUVO OVETAPKELOG
opyavov oe TOoAAEG acbéveleg Ommg o dfrtng 1 N vaéptaon. Térolor otdOYOL dev

&yovv kabopiotel yia ) pevpatoedn apbpitida (RA).

MéBooor
Mo opdda epyaciog T@v peLpatordymv kot evog acbevoig avéntuie €va

obUVOAO ocvotdoemv Pacel  oToyElmV MOV  TPOEPYOVTOL OO  GLGTILOTIKN
BipAoypapikn ovookOTnon Kot OmOYELS EUTEPOYVOUOVOVY. avTd ocv{ntonkav,
TpomomomOnkav kol yneiomkayv ond> 60 gumelpoyvmdUOoveS amd O1APopeS TEPLOYES
TOV KOGUOL G pio dtadikacioo Tov potalel pe Aeh@ots. To emimedo amodEIKTIKM®Y

oToELOV, N 1oYLG TOV GLGTACEMVY KO TOL EMIMEON GUUPOVING TPOEKVYALV.

Amroteléouara
H dpaocmmpiomra "Oepomeio mpog otdyxevon" elxe ¢ amotéiecpa 10

ovotdoels. O o10)0g TG Oepameiog opioTNKe MG VOESN LE YOUNAN EVEPYOTNTO TNG
vOGOL OV amOTEAEl EVOALOKTIKO 0TOY0 o€ acleveilc pe pokpoypdvia acBévelo. H
TOKTIKY Tapokolovdnon (kdbe 1-3 pnveg kotd ™ Sdpkel TG EvePyoDd VOCOV) LE

KATOAANAY OEPOMEVTIKY) TPOGOPLUOYN YO TV EMITEVEN TNG EMOLVUNTAG KATACTOONG
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evtog 3 éog 6 unvaov ovvictdtol. Otv emakdAovBeg eEetdoelg Ba mpémer va
xpPNoomoovv ovvleta pétpa yio TN Opactnplot)To TV 0cbeveudv, to omoia
nepapfPdvouy petpnoelc apbpwcewv. EmmAéov otoyeio moapéyovv mepautépm
AEMTOUEPELES Y10 CLYKEKPLUEVES TTTLYEG TG VOoov. Ta emineda cuppmviag NTov ToAD

VYNAG Yio TOAAEG amd avTég Tig cvotdoelg (=9 / 10).

2ounépoocua
Ot 6éka ovotdoelg vrotifetar 6Tt Bo evnuepdvoVY TOVG 0G0evEiC, TOVG

PELUOTOADYOVG KOl GAAOVLG EVOLOPEPOUEVOVG VIO GTPATNYIKEG YL TNV EmiteLEN

BéAToTOV amotelespatwv TG AA e Bdor oTotyela Kot YVOUIES EUTEIPOYVOUOVOV.

24.EULAR evidence-based recommendations for cardiovascular risk management
in patients with rheumatoid arthritis and other forms of inflammatory arthritis

M. Peters, D. Symmons, D. McCarey, B. Dijkmans, P. Nicola, T. Kvien, I. Mclnnes,
H. Haentzschel, M. Gonzalez-Gay, S. Provan, A. Semb, P. Sidiropoulos, G. Kitas, Y.

Smulders, M. Soubrier, Z. Szekanecz, N. Sattar, M. Nurmohamed
September 2018, Ann Rheum Dis, Vol.1, pp. 325-331

Abstract
Obijectives

To develop evidence-based EULAR recommendations for cardiovascular
(CV) risk management in patients with rheumatoid arthritis (RA), ankylosing

spondylitis (AS) and psoriatic arthritis (PsA).

Methods
A multidisciplinary expert committee was convened as a task force of the

EULAR Standing Committee for Clinical Affairs (ESCCA), comprising 18 members
including rheumatologists, cardiologists, internists and epidemiologists, representing
nine European countries. Problem areas and related keywords for systematic literature
research were identified. A systematic literature research was performed using
MedLine, Embase and the Cochrane library through to May 2008. Based on this

literature review and in accordance with the EULAR’s “standardised operating
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procedures”, the multidisciplinary steering committee formulated evidence-based and
expert opinion-based recommendations for CV risk screening and management in

patients with inflammatory arthritis.

Results
Annual CV risk assessment using national guidelines is recommended for all

patients with RA and should be considered for all patients with AS and PsA. Any CV
risk factors identified should be managed according to local guidelines. If no local
guidelines are available, CV risk management should be carried out according to the
SCORE function. In addition to appropriate CV risk management, aggressive
suppression of the inflammatory process is recommended to further lower the CV

risk.

Conclusions
Ten recommendations were made for CV risk management in patients with

RA, AS and PsA. The strength of the recommendations differed between RA on the
one hand, and AS and PsA, on the other, as evidence for an increased CV risk is most

compelling for RA.

24. EULAR ovotdoeis pe faon TeKunpiouéves yia Ty olayeipicy tov
KopolayyelaKot Kivovvov o€ acOeveis ue peopatocion oplpitioa ko diies Hoppes
PLEYUOVAIOOVS aplpitidag
Iepinyn
2Toyot

Avantuén ovotdoemv Yo TNV OVIETOTION Tov Kopdlayyswokov (CV)
KIvoUvoVv o€ acbeveig pe peopatosdn apbpitida (RA), aykvlomontiky] 6rovovAitido

(AS) ka1 yoprookn apbpitida (PsA).

Mé@ooor
Mo, TOADTOUENKT EMTPOMN EUMEPOYVOUOVOV CLYKANONKE ©¢ oupdda

gpyaciag g poviung emrponng ywo tig kAMvikég vmobéoeig g EULAR (ESCCA), 1
omoio. amoptietor amd 18 péAN, ovumepAapfovopéveoy TV PELUATOAGY®V,

KOPOOAOY®OV, EC0MTEPIKOV KOl EMONUWOAOY®V, 7OV  OVIITPOGHOTEVOVY  EVVEQ
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evponaikég yopes. Iepryphonkav topeig TpoPANUdTOV Kot oeTikéS AEEEIG-KAEOA
v ovotnuatikn Biproypagikn épevva. Mo cvotnuotikny BipAoypaeikr] €pgvva
wpaypoatortombnke pe ™ ypnon g MedLine, ¢ Embase kar ¢ Bipriodnxng
Cochrane ¢mg to Mduo tov 2008. Mg Baon avtn v avackomnon g PiAtoypapiog
Kol oOpeove pe TG «tumomomuéveg dwdwkacieg Asttovpyiogy g EULAR, 1
TOAVEMIGTNHOVIKTY] S1ELOOVOVCO EMTPOTY| OOTLIMOE GLOTAGELS PAGEL YVOUNG Kol
EUTEPOYVOLOCVLYNG Y10 TN daAoyn kot TN dwayeipton tov kvdvvov CV oe aobeveic

ne eAeypovmon apbpitida.

Amoteléouara
Yvviotdror etowa aglohdynon tov kwdvvov CV pe mm ypnon ebvikov

odnyldv Yy 6Aovg tovg acbeveic pe PA kot Ba mpémer va Aopfdvetor vToyn yo
olovg toug acbBeveig pe AS xor PsA. Olot ot mapdyovieg kwvovvov CV mov
evroniomnkav Oa wpémel vo avTILeETOTILOVTAL GOUEMVO e TIC TOTIKEG odnyiec. Eav
dev vmapyovv tomikég odnyieg, M Oayeipion tov kvdvvov CV mpémer va yiveton
ovppava pe tn Aettovpyia SCORE. Extdg and v kotdAAnAn dwoyeipton Kivohvou
CV, ovviotdton 1 €mBeTIKN KOTAGTOAN TNG PAEYUOVAOOOVG O10STIKAGTING Y10l TEPUUTEPM

peiwon tov kvovvov CV.

2vunepacuara
Aéka cvotdoelg ywo ™ dwyeipion tov kivdvvov CV ce acbeveic pe RA, AS

kot PsA. H 1oy0¢g tov cvotdoemv dapépet petald mg RA, apevdg, kot tov AS kot
PsA, apetépov, kaBdg 1 amddeln yio avénpévo kivovvo CV gival To emITOKTIKY Yo

mv RA.

25.Risk of cardiovascular mortality in patients with rheumatoid arthritis: A
meta-analysis of observational studies

J. Antonio Avifia-Zubieta, Hyon K. Choi, Mohsen Sadatsafavi, Mahyar Etminan,

John M. Esdaile, Diane Lacaille

November 2018, Arthritis & Rheumatism (Arthritis Care & Research), Vol. 59, No.
12, pp 1690-1697.
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Abstract
Obijective

To determine the magnitude of risk of cardiovascular mortality in patients
with rheumatoid arthritis (RA) compared with the general population through a

meta-analysis of observational studies.

Methods
We searched Medline, EMBase, and Lilacs databases from their inception to

July 2005. Observational studies that met the following criteria were assessed by 2
researchers: 1) prespecified RA definition, 2) clearly defined cardiovascular disease
(CVD) outcome, including ischemic heart disease (IHD) and cerebrovascular
accidents (CVAs), and 3) reported standardized mortality ratios (SMRs) and 95%
confidence intervals (95% Cls). We calculated weighted—pooled summary estimates
of SMRs (meta-SMRs) for CVD, IHD, and CVAs using the random-effects model,

and tested for heterogeneity using the 12 statistic.

Results
Twenty-four studies met the inclusion criteria, comprising 111,758 patients

with 22,927 cardiovascular events. Overall, there was a 50% increased risk of CVD
death in patients with RA (meta-SMR 1.50, 95% CI 1.39-1.61). Mortality risks for
IHD and CVA were increased by 59% and 52%, respectively (meta-SMR 1.59, 95%
Cl 1.46-1.73 and meta-SMR 1.52, 95% CI 1.40-1.67, respectively). We identified
asymmetry in the funnel plot (Egger's test P = 0.002), as well as significant
heterogeneity in all main analyses (P < 0.0001). Subgroup analyses showed that
inception cohort studies (n = 4, comprising 2,175 RA cases) were the only group that
did not show a significantly increased risk for CVD (meta-SMR 1.19, 95% CI 0.86—
1.68).

Conclusion
Published data indicate that CVD mortality is increased by ~50% in RA

patients compared with the general population. However, we found that study

characteristics may influence the estimate.
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25. Kivovvog kapoiayysiaxng Ovyoiuotnrog oe acleveis ue peopatoscion
apOpitidoa: Mio pueto-ovaiven HEAETAOY TOPATHPHONS
Hepidnyn
2Toyogs
KoabBopiopdc tov peyébovg tov kvdvvov kapdiayyelokng Bvnoudtrog oe
acBeveig pe peopatosdn apbpitda (RA) oe cuykpion pe T0 YeEVIKO TANOLGUO HECH

LETO-AVAAVONC TOPOTPNTIKAOV LEAETDV.

MéBodor
Epsvvnoope tig Baoceig dedopévov Medline, EMBase kot Lilacs amd v

évapén tovg péypt tov IovAto tov 2005. Ot peréteg mopaTnpMnoNG TOV TANPOHGAV TA
axorovBa kpitipla a&oroynnkay and 2 epguvntés: 1) mpokabopiopévo opiopd RA,
2) ocapng kabopiopévo amotérecpo  Kapdlayyelokng vocov (CVD) koapdtokég
nafnoeig (IHD) ko ayyelokd eykepoikd eneicod (CVA) kot 3) avapépOnkav
tonomomuévot Adyot Bvnoyottag (SMRs) kot 95% dwotpata epmictoovig (95%
CI). Ynohoyicape cLYKEVIPOUEVEG GLYKEVTP®TIKEG ekTiuoel; SMRs (meta-SMRS)
v CVD, THD kat CVA ypnoIHonToumvVToS TO HOVIEAO TUXOIMV OTOTEAECUATOV KOl

SOKIUACTNKAY Y10 ETEPOYEVELD LIE YPNOT TNG OTATIOTIKNG 2.

Amoteléouara
Eikoot téooepig peréteg mAnpovcay ta kpitnpia vrang, Tov Tepthapavovy

111.758 acBeveic pe 22.927 koapdioyyelokd coppapoto. XovoAtkd, vaipée avénuévog
kivouvog v Bdvato amd CVD katd 50% ot acBeveic pe RA (meta-SMR 1,50, 95%
Cl 1,39-1,61). Ot kivévvor Bvnoyottog v to IHD ka1 1o CVA avéndnkav kotd
59% a1 52% avtiotorya (meta-SMR 1,59, 95% CI 1,46-1,73 ka1 meta-SMR 1,52,
95% CI 1,40-1,67, avtictorya). Evtomicope acvppetpic 610 ypaenuo yodvng
(doxpacia Ttov Egger P = 0,002), kaOdg Kot ONUOVTIKY ETEPOYEVELD GE OAEC TIC
KOpleg avarvoelc (P <0,0001). Ot avoidoelg vroopddmy €6tV OTL o1 apyLKES
perétec kooptng (n = 4, mov mepieiyav 2.175 nepumtdoelg RA) ftav n povn opdda
oV Ogv EUEAVICE oNUavTIKE avénuévo kivouvo yioo CVD (meta-SMR 1.19, 95% Cl
0.86-1.68).
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2ounépoocua
Ta onpoctevpéva dedopéva deiyvouv 0Tt 1 BvynodTNTA OO KOPIAYYELOKA

voonuata avéavetar katd 50% oe acBevelic pe PA oe oOykpion pe tov yevikd
TAnbvopd. Qotdco, OOMCTOCANE OTL TO OTOXEIN TNG HEAETNG eVOEYeTAL VO

EMNPEAGOVY TNV EKTIUNGN.

26.Effect of interleukin-6 receptor inhibition with tocilizumab in patients with
rheumatoid arthritis (OPTION study): a double-blind, placebo-controlled,
randomised trial

Josef Smolen, Andre Beaulieu, Andrea Rubbert-Roth, Cesar Ramos-Remus, Josef

Rovensky, Emma Alecock, Thasia Woodworth, Rieke Alten

March 2019, The Lancet, Vol. 371, Issue 9617, pp. 987-997.

Abstract
Background

Interleukin 6 is involved in the pathogenesis of rheumatoid arthritis via its
broad effects on immune and inflammatory responses. Our aim was to assess the
therapeutic effects of blocking interleukin 6 by inhibition of the interleukin-6 receptor

with tocilizumab in patients with rheumatoid arthritis.

Methods
In this double-blind, randomised, placebo-controlled, parallel group phase 11

study, 623 patients with moderate to severe active rheumatoid arthritis were randomly
assigned with an interactive voice response system, stratified by site with a
randomisation list provided by the study sponsor, to receive tocilizumab 8 mg/kg
(n=205), tocilizumab 4 mg/kg (214), or placebo (204) intravenously every 4 weeks,
with methotrexate at stable pre-study doses (10-25 mg/week). Rescue therapy with
tocilizumab 8 mg/kg was offered at week 16 to patients with less than 20%
improvement in both swollen and tender joint counts. The primary endpoint was the
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proportion of patients with 20% improvement in signs and symptoms of rheumatoid
arthritis according to American College of Rheumatology criteria (ACR20 response)
at week 24. Analyses were by intention to treat. This trial is registered with
ClinicalTrials.gov, number NCT00106548.

Results
The intention-to-treat analysis population consisted of 622 patients: one

patient in the 4 mg/kg group did not receive study treatment and was thus excluded.
At 24 weeks, ACR20 responses were seen in more patients receiving tocilizumab than
in those receiving placebo (120 [59%] patients in the 8 mg/kg group, 102 [48%] in the
4 mg/kg group, 54 [26%] in the placebo group; odds ratio 4-0 [95% CI 2-6-6-1],
p<0-0001 for 8 mg/kg vs placebo; and 2:6 [1-7-3-9], p<0-0001 for 4 mg/kg vs
placebo). More people receiving tocilizumab than those receiving placebo had at least
one adverse event (143 [69%] in the 8 mg/kg group; 151 [71%] in the 4 mg/kg group;
129 [63%] in the placebo group). The most common serious adverse events were
serious infections or infestations, reported by six patients in the 8 mg/kg group, three
in the 4 mg/kg group, and two in the placebo group.

Conclusion
Tocilizumab could be an effective therapeutic approach in patients with

moderate to severe active rheumatoid arthritis.

26. Emiopaon tng avaotoiijs Tov vmodoyéa vteplevkivyg-6 ue tocilizumab og
acOeveig ue pevparocion aplpitioa (ueléty OPTION): uia ouria toply,
EAEYYOUEV] UE EIKOVIKO PAPUOKO, TOYALOTOINUEVY OOKIUN
Hepiinyn
IoTopiko

H wrepAevkivn 6 gumiéketon otnv maboyéveon e pevpatoeldois apbpitidog
HECH TOV EVPEMV OMOTEAECUATOV TNG OTIS OVOGOAOYIKEC KOl (QAEYLOVMOELS
AmOKPIGELS. XTOYOC UG NTAV Vo, AEI0A0YNGOVUE T BEPUTEVTIKG OMOTEAEGHLOTO TG
TOPEUTOIONG TNG VIEPAEVKIVIG 6 LLE OVOGTOAN TOV LTOSOYEN VTEPAEVKIVING-6 e

tocilizumab ce ac0eveic pe pevpartoctdn apbpitida.
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MéBooor
2g TN TN SUTAN-TLEAY], TUYALOTOMUEVT), EAEYXOUEVT LLE EIKOVIKO PAPUAKO,

TOPAAANAN peAétn ¢@dong I, 623 aocBeveic pe pétpuo g coPapn evepyod
peLUOTOEWN apbpitida avotédnkav Tuyaio pe Eva SOPUCTIKO GUGTNO QOVNTIKNG
ATOKPIONG, CTPOUATOTOMUEVO avA TOTMO HE €vov KOTAAOYO TLYOLOTOINOTG 7OV
napéxetal and 1 perétn (204), to tocilizumab 4 mg / kg (214) 1 10 ewovikod
eappoko (204) evoopréPro kabe 4 gfdopddeg, pe pebotpeEdn o otabepéc dOGELS
pwv amd T puerétn (10-25 mg / eBfdopdda) . H Oepaneia didlomong pe ToAMovpaunn
8 mg / kg mpocpépnke v 16m gfdopdda o acbeveig pe Pertioon kdtw amd 20%,
1660 o€ TPNGUEVEG 000 Kol 6€ TPLPEPEG apBpmoels. To kKhplo kaTaANKTIKO ornueio
nrav n avaroyia tov acbevov pe 20% PBeltioon ota onpeio Kot T COUTTOUATA TNG
PEVUOTOEWOVG apbpitidoc copuewva pe to kprtnplo. tov American College of
Rheumatology (avtandkpion ACR20) v gfdopdda 24. O avarvcelg npoopiloviav
v Ogpameio. Avtq n dokun kotoywpeitor oto ClinicalTrials.gov, oap1Ouodg

NCT00106548.

Amoteléouara
O mnBvopdc avdivong tpdbeong Bepanciog amotedeital and 622 acbeveic:

évag aoBevig otnv opdda tov 4 mg / kg dev éhoPe Oepomeio peAétng Ko €101
amokAeiotnke. Xe 24  efoonddsg, mapatnpnOnkav avtdpdosg ACR20 og
neplocoTEPOLS acbeveic mov éhafov tolcilovpaumn amd 6, TL oe acbeveig mov
EhaPav ekovikd eappoko (120 [59%] acBeveic ommv opdda tov 8 mg / kg, 102
[48%] omv opdda twv 4 mg / | otV opdda TOv £KOVIKOD QUPUAKOL - avoAoyio
mBavotntog 4 ¢ 0 [95% CIL 2 « 6-6 « 1], p <0 * 0001 yio 8 mg / kg €évovtt euKovikov
Qoppdrkov kot 2 ¢ 6 [1 » 7-3 « 9], p <0 « 0001 yia 4 mg / kg évavtt gwovikoh
eoapudkov). Ilepiocotepo dtopa mov AduPavay TOAGWLoLHAUR amd ekeivo TOL
Ehafav guwovikd @apuaxo giyav tovAdyiotov €va avemBounto coufav (143 [69%]
omv opdda tov 8 mg / kg - 151 [71%] oty opdda twv 4 mg / kg - 129 [63%] oty
opada tov gwovikoh eapudkov ). Ot mo cvyvég coPapés avemBounteg evépyeteg
Nrav coPapés AOMMEELG 1 TAPACITMOGELS, TOL avapEépOnkay and €61 acbeveig otnv
ouada tov 8 mg / kg, tpelg oty opddo tov 4 mg / kg kot dvo otnv opdda Tov

EIKOVIKOD (POPLLAKOV.
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2ounépoocua
To Tocilizumab 6o pmopovce vo elvar o amoteAecpatikny OepamevtiKg

TpocEyyion o€ achevelg pe pétpla Emg coPapn evepyod pevpuaToeldn apbpitida.

27.Tele-Health Followup Strategy for Tight Control of Disease Activity in
Rheumatoid Arthritis: Results of a Randomized Controlled Trial

Annette de Thurah, Kristian Stengaard-Pedersen, Mette Axelsen, Ulrich Fredberg, Liv
M. V. Schougaard, Niels H. I. Hjollund, Mogens Pfeiffer-Jensen, Trine B. Laurberg

May 2017, American College of Rheumatology, John Wiley & Sons, Inc.

Abstract
Obijective

To test the effect of patient-reported outcome (PRO)-based tele-health
followup for tight control of disease activity in patients with rheumatoid arthritis
(RA), and the differences between tele-health followup performed by rheumatologists

or rheumatology nurses.

Methods
A total of 294 patients were randomized (1:1:1) to either PRO-based

tele-health followup carried out by a nurse (PRO-TN) or a rheumatologist (PRO-TR),
or conventional outpatient followup by physicians. The primary outcome was a
change in the Disease Activity Score in 28 joints (DAS28) after week 52. Secondary
outcomes were physical function, quality of life, and self-efficacy. The noninferiority
margin was a DAS28 score change of 0.6. Mean differences were estimated following

per protocol, intent-to-treat (ITT), and multivariate imputation analysis.

Results
Overall, patients had low disease activity at baseline and end followup.

Demographics and baseline characteristics were similar between groups.
Noninferiority was established for the DAS28. In the ITT analysis, mean differences
in the DAS28 score between PRO-TR versus control were —0.10 (90% confidence
interval [90% CI] —0.30, 0.13) and —0.19 (90% CI —0.41, 0.02) between PRO-TN
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versus control. When including 1 yearly visit to the outpatient clinic, patients in
PRO-TN had mean = SD 1.72 £ 1.03 visits/year, PRO-TR had 1.75 + 1.03 visits/year,
and controls had 4.15 + 1.0 visits/year. This included extra visits due to inflammatory

flare.

Conclusion
Among RA patients with low disease activity or remission, a PRO-based

tele-health followup for tight control of disease activity in RA can achieve similar
disease control as conventional outpatient followup. The degree of disease control did

not differ between patients seen by rheumatologists or rheumatology nurses.

27. Zrpotyyiky wapakxolovOneis tis cOUATIKIG DYEIAS YIA TOV GTEVO EAEYYO TS
OPaAGTHPIOTHTAS TS VOGOV GTI PEVUATOELON apbpitida: Awoteléouata puiog
TOYOLOTIOINUEVIS EAEYYOUEVHS OOKIUNS
Hepiinyn
2toyos

"Eleyyoc g enidpaong g emayouevne and tov acbevn enayduevne and tov
acOevny éxPaong (PRO) mAemopaxorovOnong yw tov avotnpd £EAEYY0 TNG
dpactnpoTag TG vOcov oe acbevelg pe pevpatosdn apbpitdo (RA) kot Tig
SpopES HeTalhd TG TNAE-VYEIOVOUIKNG TOPAKOAOVONONG TV PEVUATOAOY®OV 1) T®V

VOGNAELTAOV TNG PEVUOTOAOYING.

MéBodor
Yuvolka 294 acBeveic toyoaromomOnkav (1: 1: 1) elte pe mopaxorovdnon

mAe-vyeiog Paciouévo oe PRO mov de&nybn and vocoxouo (PRO-TN) eite amd
pevpatordyo (PRO-TR) . To kOpo amotéiecpo Mtav 1 HETaPOAr] Tov Agiktn
Apactnpomtog Nocov oe 28 apBpwoeg (DAS28) petd v efdopdada 52. Ot
devtepoyevelc ekPacelg Mrav @LOIKY Aettovpyio, mowdtnta (NG Kol  OVTO-
amoteleopaTikotnTa. To mEePBmplo un gvvoikodTnTag NTav por oAdayn Babuoroyiog
DAS28 ion pe 0,6. Ot péoeg dopopés eXTUnOnNKoy cOLPOVO [LE TO TPMOTOKOAAO, TO

npoBepa yuo Oepaneio (ITT) kot TV avdAvon TOAATADV LETARANTOV.
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Amoteléopara
2UVOoMKd, o1 0oBeVElg elyav oA EvepyoOTNTO TG VOGOL KATA TNV Evapén

Kol TNV TeEMKN mopoakoAovOnon. Ta dnuoypaeikd Yopaktnplotikd kot to Pocikd
YOPAKTNPIOTIKG NTay Topopoto petald tov opddmv. H un guvoikdtnra kabopiotnke
v to DAS28. v avédivon ITT, ov péoec dwwpopég oty Pabuoroyio DAS28
peta& PRO-TR kot gléyyov frav -0.10 (90% didotnpa sumictoovvng [90% CIJ -
0.30, 0.13) xot -0.19 (90% CI -0.41, TN évavt eréyyov. Katd tn didpkea pog
emoog entokeyng otnv eEwtepikn kKAvikn, ot acbeveig pe PRO-TN elyav péon £ SD
1,72 + 1,03 emoxéyelg / étog, 10 PRO-TR eiye 1,75 £ 1,03 emokéyerg / £tog Kot ot
éleyyot giyav 4,15 £ 1,0 emokéyelc / étog. Avtd mepthdpupave TpOcHETES EMOKEYELS

AOY® QAEYLOVMDOOVG PAEYLOVIC.

2vunépacua
Meta&d acBevav pe PA pe yaunin evepydmnta 1 veeon g vocovu, 1

napakolovdnon tnie-vyeiog Pacwopévn oe PRO yu tov avotpd éleyyo g
dpactnplotTag TG vOsou otnv RA pmopel va emitoyet mapopoto €reyyo g vosou
pe 1 ovpPoatikny mapoakorovdnon eEwteptkdv actevav. O Babuog eErEyyov e vocov
dev dpepe petald tov acbevav mov éAafav ot peuuaToAdYOol 1) Ol VOOAELTEG

pevuaTOAOYiNG.

28.Neurobiological features of fibromyalgia are also present among rheumatoid
arthritis patients

Neil Basu, Chelsea M Kaplan, Eric Ichesco, Tony Larkin, Richard Harris, Alison

Murray, Gordon Waiter, Daniel J. Clauw

February 2018, Corresponding author: Dr Neil Basu, Aberdeen Centre for Arthritis &
Musculoskeletal Health, School of Medicine, Medical Sciences and Nutrition,

University of Aberdeen, UK.

Abstract

Obijectives
Many rheumatoid arthritis (RA) patients report pain despite excellent control

of inflammation with immunotherapies. Variable degrees of co-existing fiboromyalgia
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(FM) may explain this disparity. FM has been characterised by aberrant brain
functional connectivity, especially between the Default Mode Network (DMN) and
insula. We hypothesised that RA patients reporting the highest 2011 ACR FM survey
criteria scores- a continuous measure of FM degree also known as fibromyalgianess

(FMness)- would demonstrate functional connectivity abnormalities similar to FM.

Methods
RA patients underwent an 11 min functional connectivity MRI brain scan

(fcMRI) and a clinical evaluation which included a measure of FMness. Brain
networks were isolated from FCMRI data. Individual patient network to whole brain
connectivity analyses were then conducted followed by group level regression which
correlated the connectivity of each network with FMness. Results were significant on
the cluster level with a family wise error (FWE) rate p-value <0.05 derived from an

uncorrected voxel level p-value <0.001.

Results
54 patients participated (mean age 54.9years; 75.9% female; mean FMness

score 13.3 [range 1-29]). From the whole brain analyses, a single significant positive
correlation between DMN connectivity to the left mid/posterior insula and FMness
(r=0.58, p=0.001 FWE) was demonstrated.

Conclusions
RA patients who have increased levels of FMness appear to share

neurobiological features consistently observed in FM patients. This study is the first
to provide neuroimaging evidence that RA is a mixed pain state, with many patients’

symptoms being related to CNS rather than classic inflammatory mechanisms.

28. Nevpoflroloyikd yapaxTypioTiKd THG IVOUVAAYIAS DITAPYOVY ETICHS 6TOVS
acOeveig ue pevpatocion aplpitioo
Hepiinyn

2Toyor
[ToAlol acBeveig pe pevpatoedn apbpitda (RA) avapépovv movo mopd tov

eCapeTikd €Aeyyo ™G QAeypuovig pe avocobepameiec. Ot petafintoi Pabuoi
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ocvvurmdpyovoag wvopvadyiag (FM) pmopei va e&nynoovv avty  dwgopd. To FM
Exel YopaKTNPOTEL OO OVOUOAN AETOVPYIKT] GLVOECIUOTNTO EYKEPAAOVL, E101KA
peta&y tov diktvov Default Mode (DMN) ko tng viioimTikng meptoyns. Ymobécaype
ot o1 acBeveig pe PA mov kataypdeovv to vynidtepa mocootd kpttnpiov g ACR
FM 7y 10 2011 - éva cuveyég pétpo Pabpod FM yvootd kot og fibromyalgianess
(FMness) - 0o mapovoialav AETOVPYIKESG AVOUAAIEC CLUVOECTUOTNTOC TOPOUOLESG LE

Tic FM.

MéBodor
Ot aobBeveic pe PA vmoPAndnkov oe 11Aemtn eyke@alikn capmorn e

Aertovpykr] ovvoeootnta MRI (fcMRI) kot xhwvikn  a&loddynon n  omoia
nepleddpPoave €va pétpo FMness. Ta diktva eyke@dlov amopovodnkav omod
dedopéva FeMRI. AkohovBmg o1eénynoay avoAdGES GLUVOEGILOTNTOG LELOVOUEV®V
acOevdv €mG OAOKANPOL TOL EYKEPAAOV, OKOAOLOOVUEVEG AO TOAVOPOUNCT GE
eninedo opdoag mov cvoyetifetl ) cvvdeoiudTTo KAOBE dktvov pe v FMness. Ta
OTOTEAEGUOTO TAV CNUAVTIKE 6TO €Minedo TV cLoTAdwV pe Tun p-twn <0.05 amd
owkoyeveloko opdiua (FWE) mov mpoékvye amd un dopbmpévn tun p-level voxel
<0.001.

Amoteléouara
Svppetetyav 54 acBeveilg (uéon nmiio 54,9 etav, 75,9% yovvaikeg, péon

BaBuoroyic FMness 13,3 [eOpoc 1-29]). Amd Tig avoAdoel; OAOKANPOL TOL
EYKEPALOV, amodeiyOnKe [ povadiky] onuovtiky Oetikn cvoyétion petald g
ovuvdeong DMN pe v apiotepn pecaia / onicOio vinoida kot FMness (r = 0.58, p =
0.001 FWE).

2vunepaouara
Ot aocBeveig e PA mov €ovv avénuéva emimedo. FMness o¢aivetor va

popdlovtor vevpo-Ploloyikd  YOPAKTNPICTIKG 7OV TOPATNPOLVTAL otabepd ot
acBeveig pe FM. Avtq m peAétn eivor n wpdT) oL Top€yel oTolKElo vevpo-
anewoviong 6t n RA elval po katdotaon ktov Tévov, Pe TOAAG GUUTTMOUOTO TOV

acBevav vo oyetiCovtar pe to KNZ mapd pe TOUg KAOUGGIKOUG QAEYLOVAOOELS

Uy avicLovg.

133



29.The Genetic Profile of Rheumatoid Factor—Positive Polyarticular Juvenile
Idiopathic Arthritis Resembles That of Adult Rheumatoid Arthritis

Anne Hinks, Miranda C. Marion, Joanna Cobb, Mary E. Comeau, Marc Sudman,
Hannah C. Ainsworth, John Bowes

May 2018, ARTHRITIS & RHEUMATOLOGY, Vol. 1, No. 1, pp 1-6.

Abstract
Objective

Juvenile idiopathic arthritis (JIA) comprises 7 heterogeneous categories of
chronic childhood arthritides. Approximately 5% of children with JIA have
rheumatoid factor (RF)—positive arthritis, which phenotypically resembles adult
rheumatoid arthritis (RA). Our objective was to compare and contrast the genetics of
RF-positive polyarticular JIA with those of RA and selected other JIA categories, to
more fully understand the pathophysiologic relationships of inflammatory

arthropathies.

Methods
Patients with RF-positive polyarticular JIA (n = 340) and controls (n =

14,412) were genotyped wusing the Immunochip array. Single-nucleotide
polymorphisms were tested for association using a logistic regression model adjusting
for admixture proportions. We calculated weighted genetic risk scores (WGRS) of
reported RA and JIA risk loci, and we compared the ability of these WGRS to predict
RF-positive polyarticular JIA.

Results
As expected, the HLA region was strongly associated with RF-positive

polyarticular JIA (P = 5.51 x 10-31). Nineteen of 44 RA risk loci and 6 of 27
oligoarticular/RF-negative polyarticular JIA risk loci were associated with
RF-positive polyarticular JIA (P < 0.05). The RA wGRS predicted RF-positive
polyarticular JIA (area under the curve [AUC] 0.71) better than did the
oligoarticular/RF-negative polyarticular JIA wGRS (AUC 0.59). The genetic profile
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of patients with RF-positive polyarticular JIA was more similar to that of RA patients

with age at onset 16—29 years than to that of RA patients with age at onset >70 years.

Conclusion
RF-positive polyarticular JIA is genetically more similar to adult RA than to

the most common JIA categories and thus appears to be a childhood-onset
presentation of autoantibody-positive RA. These findings suggest common disease
mechanisms, which could lead to novel therapeutic targets and shared treatment

strategies.

29. To yevetiko mpoeil tns Octikng molvapOpikig veavikng veaviking aplpitioag
THS PEVUATOELOOVS 0VGIOS HOLALEL HE EKEIVY THS PEVUATOELO0DUS aplpitidag
evylikwy
Lepinyn
2Toyo0¢

H veavikn 1domabng apbpitda (JIA) neprrappdver 7 etepoyeveic kotnyopieg
1poOViov Toudikav apbptikav. Tlepimov 10 5% tov mowdiwdv pe JIA épovv Oetikn
pevpatostdn pevpatoed] apbpitda (RF), n omola @owvotvmikd powdler pe
pevpoatoedn apbpitida evniikowv (PA). O o16y0¢ Lo NTOV VO, GUYKPIVOLUE Kol VO
avtopafdiiovpe ™ yevetikn g RF-0etikng moAvapOpikng JTA pe eketveg tng RA
Kol emAeypéveg GAlec wartnyopieg JIA, Yo vo KOTOVONGOLHE TANP®G TIC

Taf0PLGLOLOYIKEC GYECELS TV PAEYLOVOODV apOpoTadeidv.

MéBoodor
Aocbeveic pe RF-0gtikn molvapOpikn JIA (n = 340) kan paptopeg (n = 14.412)

YOVOTLTTOOMNKAV YPNCHLOTOLDVTOG TN cvototyio Immunochip. Ot moAvpop@iopol evog
VOUKAEOTIOOV €EETAGTNKAY Y10l GUGYETION YPNOLOTOIOVTAG £V LOVIEAO AOYIKNG
naAvdpounong  mpooappoloviag TG ovoroyleg avauéne. YmoAoyicope TOLG
otafcpévoug yevetikovg deikteg kvdvvov (WGRS) tov avagepbéviov 0écewv
kwwoovovr RA kot JIA xou ovykpivape v woavomro ovtov tov WwGRS va

npoPAénovv v RF-Oetikn molvapOpikny JIA.
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Amoteléopara
Onwg avapevotav, n HLA mepoyn ovvoébnke évrova pe RF-Bgticnm

moAvapOpwn JIA (P =5.51 ¢ 10-31). Aekoé&t amd tovg 44 tOmoLg Kivdvvov RA «at 6
and tovg 27 oAryoapBpmtikots / RF apvnrtikovg morvapOpmtikodg tomove Kivohvou
JIA ovoyetiotmrov pe RF-Betikd moivapBpwd JIA (P <0,05). H RA wGRS
npoéPheye Ot M morvapBpikn JIA (mepoyn kGt amd v kopmvAn [AUC] 0,71)
fetikd oe RF nrav kalvtepn amd 011 1 oAryoovscopotikny / RF  apvnrikn
moAvapOpikn JIA wGRS (AUC 0,59). To yevetikd mpo@id tov acevav pe RF-0gtucod
noAvoppucd JIA ftav nepiocdTEPO TaPOHOL0 e avTO TV acbevav pe PA pe nikia

16-29 e1dv and 9, T og acbeveig pe PA pe nAikio katd v évapén >70 etmv.

2ounépoocua
H RF-0etikr molvapbpikr JIA eivor yevetikd mo mopopoo pe v VALK

RA am6 6, 1 otigc mo wowég karnyopiec JIA wor étor @aivetar va givor po
Tapovciaon amd TNV Todkn nAkio g avtoovticopatog Oetikne RA. Avtd ta
EVPNUATA TPOTEIVOLV KOWVOUS UNYOVIGHOVG acBévelag, ot omoiot Ba pmopovcav va

001 YNGOLVV GE VEOLS BEPATEVTIKOVG GTOYOVG KOl GE KOWVEG GTPATNYIKEG Oepameiag.

30.Hypermetabolic macrophages in rheumatoid arthritis and coronary artery
disease due to glycogen synthase kinase 3b inactivation

Markus Zeisbrich, Rolando Yanes, Hui Zhang, Ryu Watanabe, Yinyin Li, Lukas
Brosig, Jison Hong, Barbara Wallis, John Giacomini, Themistocles Assimes, Jorg

Goronzy, Cornelia Weyand
February 2018, Ann Rheum Dis, Vol.0, pp. 1-10.

Abstract
Objectives

Accelerated atherosclerotic disease typically complicates rheumatoid arthritis
(RA), leading to premature cardiovascular death. Inflammatory macrophages are key
effector cells in both rheumatoid synovitis and the plaques of coronary artery disease
(CAD). Whether both diseases share macrophage-dependent pathogenic mechanisms

is unknown.
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Methods
Patients with RA or CAD (at least one myocardial infarction) and healthy

age-matched controls were recruited into the study. Peripheral blood CD14+
monocytes were differentiated into macrophages. Metabolic profiles were assessed by
Seahorse Analyzer, intracellular ATP concentrations were quantified and

mitochondrial protein localisation was determined by confocal image analysis.

Results
In macrophages from patients with RA or CAD, mitochondria consumed

more oxygen, generated more ATP and built tight interorganelle connections with the
endoplasmic reticulum, forming mitochondria-associated membranes (MAM).
Calcium transfer through MAM sites sustained mitochondrial hyperactivity and was
dependent on inactivation of glycogen synthase kinase 3b (GSK3b), a
serine/threonine kinase functioning as a metabolic switch. In patient-derived
macrophages, inactivated pGSK3b-Ser9 co-precipitated with the mitochondrial
fraction. Immunostaining of atherosclerotic plaques and synovial lesions confirmed
that most macrophages had inactivated GSK3b. MAM formation and GSK3b
inactivation sustained production of the collagenase cathepsin K, a macrophage

effector function closely correlated with clinical disease activity in RA and CAD.

Conclusions
Re-organisation of the macrophage metabolism in patients with RA and CAD

drives unopposed oxygen consumption and ultimately, excessive production of tissue-
destructive enzymes. The underlying molecular defect relates to the deactivation of
GSK3b, which controls mitochondrial fuel influx and as such represents a potential

therapeutic target for anti-inflammatory therapy.
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30. Yrepuerafoiikoi poaxpopdyor g peopotocion aplpitioa kai acléveia
oTePovialos opTpiag A0y amevePYoOmoinais KIvdons ovvletdaong yAvkoyovov 3b

Hepidnyn
2Toyor

H emrayopévn  oapmmploockAnpotik] vocog ocvviBmg mepumhékel 1
pevpatocdn apbpitda (RA), odnyoviog oe mpowpo kopdlayyslokd Odvato. Ta
QAEYHLOVOON pHokpo@dya elval Pacikd TEAESTIKA KVUTTOPO TOCO GT PEVHOATOELON
apBpitda 660 kot otic TAdKeg NG otepoaviaiog vooov (CAD). To av kar ot dvo
acBéveleg popalovior maboyovoug Unyovicpovg mov eEoptdvtal ond HaKpoedyd

elval dyvoocto.

MéBooor
Acbeveic pe RA 11 CAD (tovAdyiotov éva EU@payo TOL HVOKOPIIon) Kot

VYElG papTLPEG avdAloyng nAkiog mpooAnednkay ot perét. Ta povokvttapa CD14
+ meprpepkol aipatog dtapopomomOnkay ce poakpopdyo. To petafoAikd mpoeid
aflohoynOnkav pe Seahorse Analyzer, mocotwomomOnKoyv ol E€VOOKLTTOPUKES
ovykevipooelg ATP kot evtomiomnke N pitoyovoplokny npmteiviky Béomn pe avdivon

OHOEGTIOKNG EIKOVOLC.

Amoteléouara
Xe pokpoedya amd acbeveig ue RA 1 CAD, ta ptoyxdvoplo Katovaiovoy

TeEPLoGOTEPO 0EVYOVO, dnuovpynoay mepiocodtepa ATP kol dnpovpyncav otevég
JPYOVIKEG GUVOECELG UE TO EVOOMAUGUOTIKO OilkTvo, oynuatilovtag pepppaveg
oyxetilopeveg pe pitoxovopro (MAM). H petapopd acPeotiov péco TV TEPLOYDV
MAM odlampnoe ™ HITOYOVOPLoKY vrepdpactnpotto kKot eaptdror amd tnv
amevepyomoinon ¢ kKwvdong ovvhetdong yivkoyovov 3b (GSK3b), pog xivdong
oepivng / Opeovivinig mov  Asrtovpyel ©G peTafoMkOg  UETACKNUOTIOUOS. €
LOKPOPAYOLS TPOEPYOUEVOLG amd Tov 0oBevi), to adpavomomuévo pGSK3b-Ser9
ovv-kaf1lavel pe 1o puroyovoplokod kAacpo. H avocoypdon twv abnpockAnpotik®y
TAOK®OV Kot TV apdpikdv BAafov emPePainoe 6Tt Ta TEPIGTOTEPA LOKPOPAYQ. ELYOLV
adpavorompévn GSK3b. O oynuatiopog MAM kot n amevepyonoinon g GSK3b
dwtpnoav v mopayoynq e Kodyxevdong kabeyivng K, po Agttovpyio teleotn
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LLOKPOPAYOL OV GLGYETILETOL GTEVA LE TNV KAWVIKNY dpactnpidtnta T vooov oe RA

kot CAD.

2vunepaocuara
H avadiopydvoon tov petafoiicpod tov pokpopdymv oe acbevelg pe RA

kot CAD oonyel otv ampOéoKontn Katoviiwon o&uydvov Kot TEAIKA o1V
VIEPPOMKT TOPOY®Y] 10TAOV KATACTPOPIK®V evidpmv. To vmokeipevo poplaxod
eMdttopa oxetiCetan pe v anevepyonoinon g GSK3b, n omola eAéyyet v elopon
KOLGIHOV ptoyovopimv Kot @g €K TovTov amotedel vav mbavd Bepamevtikd 6T10)0

Y0 TNV AVTIPAEYLOVDOT Bepameio.
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