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Atuna kardyparta 1oxiou Yerd andé pakpo-
xpovn xpnon dipwoovikwv (>5-10 £€rn)

To ACR e&€dwoe e1donoinon petd and avakoi-
vwon Tou FDA (10 Maptiou 2010) 611 peheTd Tnv
aoPdAela Twv dIPWOPOVIKWY. Exouv avapepOel
nePIOTATIKG PE GTUNA KATAYPATA 10XI0U KAl KO-
TdypaTa katandévnong (Insufficiency fractures) oe
ao0eveic nou AapBdvouv dIpwoPovikd yia NEPIO-
00TePOo and 5-10 €rn. Ta dedopéva péxpl orpepa
dev gival TéTola nou va eniBdMouv Tn diakonn
TOU papudkou PeTd and 5 érn. Map' éAa autd, o
yiatpée 6a npénel va oudntd pe Tov acbevi Tnv
mBavaTNTa KATAYPATOG KATANOVNONG YIA VA ano-
paoifouv padi Tn diakonn i 6xi Tou dIPwoPOoVIKOU
META Ta 5 €Tn ouvexoug xopriynong.

Spa therapy in the treatment of knee osteoar-
thritis: a large randomised multicentre trial
Forestier R, Desfour H, Tessier |-M et al.

Ann Rheum Dis 2010; 69:660-5

OBJECTIVE: To determine whether spa therapy
plus home exercises and usual medical treat-
ment provides any benefit over exercises and
usual treatment in the management of knee
osteoarthritis.

METHODS: A large multicentre randomised
prospective clinical trial of patients with knee
osteoarthritis according to the American College
of Rheumatology criteria, attending French spa
resorts as outpatients between June 2006 and
April 2007. Zelen randomisation was used, so
patients were ignorant of the other group and
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the spa personnel were not told which patients
were participating. The main endpoint criteria
were patient self-assessed. All patients continued
usual treatments and performed daily stan-
dardised home exercises. The spa therapy group
also received 18 days of spa therapy (massages,
showers, mud and pool sessions).

MAIN ENDPOINT: The number of patients
achieving minimal clinically important improve-
ment (MCII) at 6 months, defined as >19.9mm
on the visual analogue pain scale and/or 29.1
points in a normalised Western Ontario and
McMaster Universities osteoarthritis index func-
tion score and no knee surgery.

RESULTS: The intention to treat analysis in-
cluded 187 controls and 195 spa therapy pa-
tients. At 6 months, 99/195 (50.8%) spa group
patients had MCll and 68/187 (36.4%) controls
(x°=8.05; df=1; p=0.005). However, no improve-
mentin quality of life (Short Form 36) or patient
acceptable symptom state was observed at 6
months.

CONCLUSION: For patients with knee osteoar-
thritis a 3-week course of spa therapy together
with home exercises and usual pharmacological
treatments offers benefit after 6 months com-
pared with exercises and usual treatment alone,
and is well tolerated.

H MoutpoBOepanseia €xel eugpyeTikA enidpacn
oTnv ooteoapBpiTida Tou yévarog

YTOXOZ: Na e&akpiBwbel av n AoutpoBepa-
neia, oe ouvdUAOPO Pe AOKAOEIG OTO ONITI KAl
ME TN ouvnOn 1aTpIkn Oepaneia, napéxel nAeove-



KTApATA €VOVTI TWV AOKACEWY OTO ONITI KAI TNG
ouvnBoug 1aTpiknig Oepaneiag oTnv AVTIMETWNION
TNG 00TEOQPOPITIOAC TOU YOVATOG,.

MEG©OAOI: Mia peydAn, NOAUKEVTPIKA, TUXAIO-
nomnpévn, NEOONTIKA KAIVIKA HEAETN aoBevwy pe
00TE0QPOPITION YOVATOG CUMPWVA PE TA KPITAPIA
Tou ApepikavikoU KoAAeyiou Peupatoloyiag,
nou eniokENTOVTAV yaAAIKA kévTpa AouTpo-
Oepaneiag oav e&wTtepikoi aoBevei¢ avdueoa
oTov louvio Tou 2006 kai Tov AnpiAio Tou 2007.
Xpnoigonoin®nke n Tuxaionoinon tou Zelen,
€101 o1 aoBeveic ayvoloav TNV AAMn opdda kal
TO NPOOWNIKG TOU KEVITPOU OE yVWpPI(E NoIoI
aoBeveic ouppeTeixav. To KUpIo TEAIKO KPITAPIO
nTav n d1a n ekTignon Tou acBevouc yia TNV
katdotaon Tou. ‘OAol o1 aoBeveic ouvéxioav
TIG ouvriBeIg Oepaneieg kal ékavav KaONUEPIVESG
NEOTUNONOINUEVEG AOKNOEIG 0TO oniTl. H opdda
TnG AouTpoBepaneiag ékave eniong 18 nuepwv
AouTtpoBepaneia (paocdl, Aoutpd, ouvedpieg
AaondéAoutpwyv Kkal nioivag).

KYPIO KATAAHKTIKO ZHMEIO: O apiBuédg twv
a00evwyv Nou NETUXayv eAGXIoTN KAIVIKG ONUAVTIKA
BeAtiwon (MCII) otoug 6 priveg, opi{dpevn we
>19,9mm otnv onTikA avahoyiki kAjpaka no-
vou kal/rt 29,1 Babuol og évav opalonoinpuévo
AeIToupyikd OeikTn yia TNV ooTeoapOITIdA Twv
navenioTnpiwy Western Ontario kai McMaster,
XwPIg xeipoupyikn enépBaon oTto yévaTo.

ATIOTEAEEMATA: H peAétn nepiddpBave 187
dTopa oTnv opdda eAéyxou kar 195 aobeveic nou
¢é\aBav Aoutpobepaneia. Xe 6 priveg, 99/195
(50,8%) Tng opddac houtpoBepanegiac eixav
MCII kar avtioToixa 68/187 TnG opddag eAéyxou
(x*=8.05, df=1, p=0,005). QoTé00, dev napaTn-
pridnke BeAtiwon oTnv noiétnta (wng N otnv
eKTIUNON TWV CUPNTWHATWY OE 6 PAVEG.

YYMIMEPAXMA: T1a aoBeveig pe ooTeoapOpiTIi-
da yévarog, AoutpoBepaneia 3 eBdouddwy padi
ME AOKNAOEIG OTO ONITI KAl TN ouvrdn pappako-
Aoyikn Bepaneia npoopEpel dPeAoG peTd and 6
MNVEG, o OUYKPION PE TICAOKAOEIG KAl TN ouvrion
Oepaneia povo, kal eivar kKaAd avekT.
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The 10-year follow-up data of the Euro-
Lupus Nephritis Trial comparing low-dose
and high-dose intravenous cyclophosph-
amide

Houssiau FA, Vasconcelos C, D’Cruz D, Sebastiani
GD, et al.

Ann Rheum Dis 2010; 69:61-4

OBJECTIVE: To update the follow-up of the
Euro-Lupus Nephritis Trial (ELNT), a randomised
prospective trial comparing low-dose (LD) and
high-dose (HD) intravenous (1V) cyclophosph-
amide (CY) followed by azathioprine (AZA) as
treatment for proliferative lupus nephritis.

METHODS: Data for survival and kidney func-
tion were prospectively collected during a 10-year
period for the 90 patients randomised in the
ELNT, except in 6 lost to follow-up.

RESULTS: Death, sustained doubling of serum
creatinine and end-stage renal disease rates did
not differ between the LD and HD group [5/44
(11%) vs 2/46 (4%), 6/44 (14%) vs 5/46 (11%)
and 2/44 (5%) vs 4/46 (9%), respectively] nor
did mean serum creatinine, 24h proteinuria and
damage score at last follow-up. Most patients
in both groups were still treated with glucocor-
ticoids, other immunosuppressant agents and
blood pressure lowering drugs. After 10 years
of follow-up, the positive predictive value for a
good outcome of an early drop in proteinuria in
response to initial immunosuppressive therapy
was confirmed.

CONCLUSION: The data confirm that an LD
IVCY regimen followed by AZA - the “Euro-Lupus
regimen” - achieves good clinical results in the
very long term.

H xnpnAni 66on Tng IV wong kukAopwopapi-
on¢g akolouBoupevn ané alabeionpivn eivai
10 i®10 anoteAeopaTikA pe TNV uPnAn won IV
kukAopwaopapidng. NMapakoroibnon acOe-
vwv eni 10 €tn

2TOXOZX: H avabewpnon Tng napakoAolibnong
NG dokipaoiag veppimdag Euro-Lupus (ELNT),
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MIa Tuxalonomuévn NPoonTIKA PeAETN Nou ou-
Ykpiver xapnAng d6ong (XA) kar ugnAng déong
(YA) evdopAeBia (IV) kukhopwopapidon (KY)
akohouBoupevn and alabeionpivn (AZA) oav
Oepaneia yia TNV unepnAaoTIKA vVEPPITIOQ TOU
Adkou.

MEO©OAOI: Aedopéva yia Tnv eniBiwon kai tn
VEPPIKA AeIToupyia ouyKkevTpwONKav npoonTikd
KaTd Tn didpkeia piag nepiddou 10 eTwy, yia TOUG
90 aoBeveic nou TuxalonomBnkav pe Tnv ELNT,
pe e€aipeon 6 nou xdBnkav katd Tn dIdpPKEI
TWV XPOVWY napakoAoubnong.

AMNOTEAEXMATA: Ta nooootd BavdTtwy, dInAa-
olaopoU TNG KPeaTIvivng opoU Kal VEPPIKAG VOoOU
TeNIKOU oTadiou O dIEPEPAV AVAPEDQ OTIG OPAOES
XAMNAAG kal uPnAnG d6ong [5/44 (11%) évavri
2/46 (4%), 6/44 (14%) évavT 5/46 (11%) kai
2/44 (5%) évavti 4/46 (9%), avTioToixwc], oUTe
n pgéon kpeativivn opou, n npwreivoupia 24w-
pOU Kal 0 BaBPOC KATaoTPOPG oTNV TeAeuTaia
napakoAouOnon. O1 nepioodTepol aoOeveiG Kal
TwV OUO opddwy Bpiokovrav akdun und Bepaneia
Me yYAukokopTIKOEIDN, AAAOUG AVOOOKATAOTAATI-
KOUG NaPAYOVTEG KAl avTIUNEPTACIKA PAPHAKA.
Metd andé 10eth napakoAolbnon, n npoocdokia
KaAOU anoTEAEOPATOC PE MPWIPN PEIWON TNG
npwTeivoupiag oge andvTnon TNG apPXIKNG avooo-
kaTaoTaATIKAG Bepaneiag eniBeBaiwOnke.

YYMMEPAXMA: Ta dedopéva enmiBeBaiwvouy O
n xapnAn d6on evOoPAEBIag KUKAOPWoPapidng
akoAouBoupevn and alabeionpivn - n “ouvrayn
Euro-Lupus” - enituyxdvel kKaAd KAIVIKG anoTeAE-
opaTa pJakponpdfeopa.

DAS-driven therapy versus routine care in
patients with recent-onset active rheumatoid
arthritis

Goekoop-Ruiterman YPM, de Vries-Bouwstra JK,
Kerstens PJSM, Nielen MM], et al.

Ann Rheum Dis 2010; 69:65-9

OBJECTIVES: To compare the efficacy of Disease
Activity Score (DAS)-driven therapy and routine
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care in patients with recent-onset rheumatoid ar-
thritis.

METHODS: Patients with recent-onset rheumatoid
arthritis receiving traditional antirheumatic therapy
from either the BeSt study, a randomised controlled
trial comparing different treatment strategies (group
A), or two Early Arthritis Clinics (group B) were
included. In group A, systematic DAS-driven treat-
ment adjustments aimed to achieve low disease
activity (DAS £2.4). In group B, treatment was left
to the discretion of the treating doctor. Functional
ability (Health Assessment Questionnaire (HAQ)),
Disease Activity Score in 28 joints (DAS28) and
Sharp/van der Heijde radiographic score (SHS)
were evaluated.

RESULTS: At baseline, patients in group A (n=234)
and group B (n=201) had comparable demographic
characteristics and a mean HAQ of 1.4. Group A had
a longer median disease duration than group

B (0.5 vs 0.4 years, p=0.016), a higher mean
DAS28 (6.1 vs 5.7, p<0.001), more rheumatoid
factor-positive patients (66% vs 42%, p<0.001) and
more patients with erosions (71% vs 53%, p<0.001).
After 1 year, the HAQ improvement was 0.7 vs
0.5 (p=0.029), and the percentage in remission
(DAS28 <2.6) 31% vs 18% (p<0.005) in groups A
and B, respectively. In group A, the median SHS
progression was 2.0 (expected progression 7.0),
in group B, the SHS progression was 1.0 (expected
progression 4.4).

CONCLUSION: In patients with recent-onset
rheumatoid arthritis receiving traditional treatment,
systematic DAS-driven therapy results in significantly
better clinical improvement and possibly improves
the suppression of joint damage progression.

H napakoAolBnon aoBevwv pe DAS kai
avdloyn Tpononoinon TnG aywyng odnyei o
kaAUtepn kKAIvikA BeAtiwon

H peAétn autn emiBeaidver nahaidtepn pehé-
Tn kai Oa npénel va kabiepwOel w¢ kaAn kAvikn
NPAKTIKA. AUOTUXWG, aNapxalwPEVEG ANOYEIG,
Aavbaopévn dnoyn yia 1o xpovoBOpo Tng OI-



adikaoiag, €xouv anoTpEYPel wG CAPEPT TNV
kaBoAIkA epappoyr AuTAG TNG MPAKTIKAG.

YTOXOZX: H oUykpion TNG anoTeAeOpaTIKOTN-
TaG TNG epappoynig Bepaneiag pe Bdon to DAS
(BaBpog evepydTnTaG VOOOU) KOI TNG CUVABOUG
PpPoVvTIdA¢ o aoBeveic pe NPOoPaATNG Evapéng
peupaToeldnt apOpitida.

MEO©OAOI: ZupnepiAipOnkav aobeveiq pe
npdoPaTng évapéng peupartosidn apbpiTida
nou éAaBav kAaoikn avripeupaTikh Ogpaneia
€iTe e Bdon Tn peAérn BeSt, pia Tuxaionompuévn
eAeyxOpevn PEAETN NOU OUYKPIVE DIAPOPETIKEG
oTatnyikés Bepaneiag (opdda A), eiTe TN PEAETN
Early Arthritis Clinics (opdda B). Ztnv opdda A,
NEAYPATONOIMONKAV CUOTNHATIKEG TPOMNOMOIN-
oI NG Bepaneiag pe Bdon 1o DAS, pe okond Tnv
eniteuén xapnAng evepydtntag vooou (DAS<2.4).
2Tnv opdoda B, n Bepaneia apédnke otnv kpion
Tou Bepdnovra iatpou. EkTipibnkayv n Aeiroupyi-
KA IkavoTnTa [EpwtnpaTtoAdyio Extiunong Yyeiag
(HAQ)], o BaBuoéc Evepydtntag Néoou oe 28
apbpwoelc (DAS28) kai To akTivoypaPikd okop
Sharp/van der Heijde (SHS).

ATIOTEAEZMATA: ZTnv apxn TNG PEAETNG, Ol
aoBeveic TNG opddac A (n=234) kai TG opddag
B (n=201) eixav ouykpioipga dnpoypagikd xa-
PakTNPIoTIKA Kal péoo HAQ 1.4. H opdda A eixe
peyaAUTePN péon didpkela VOOOU OE OXEON HE
Tnv opdoda B (0,5 évavn 0,4 étn, p=0,016) uyn-
AoTEPO péoo DAS28 (6,1 €vavti 5,7, p<0,001),
nepI0oOTEPOUC A0BeVEIG OETIKOUG yIa TO PEUMA-
To€10r napdyovra (66% évavt 42%, p<0,001)
Kal nepPIoodTEPOUC aoBeveiq pe diafpwoels (71%
gvavtl 53%, p<0,001). Metd and éva xpovo, n
BeAtiwon tou HAQ ritav 0,7 évavti 0,5 (p=0,029)
ka1 To NooooTo Upeong (DAS28 <2,6) 31% évavri
18% (p<0,005) oTic opddec A kai B, avrioToixa.
Ztnv opdda A, n yéon npdodog SHS nrav 2,0
(avapevopevn npdodog 7,0), evd otnv opdda
B n npdodog ntav 1,0 (avapevépevn npéodog
4,4).

YYMMEPAXZMA: e aoBeveig pe npdopaTng
gvapéng peupaToeidn apBpimda nou AduBavav
kAaoikn Oepaneia, n cuoTnPaTIKA Tpononoinon
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™G Oepaneiac pe Bdon To DAS odnyei og onpa-
vTIKi KAIVIKA BeATiwon kal miBavwg euvoel Tnv
KaTaoTOAN TNG €EEAIENG TNG KATAOTPOPNG TwV
apBpwoewv.

Women with rheumatoid arthritis nega-

tive for anti-cyclic citrullinated peptide

and rheumatoid factor are more likely to
improve during pregnancy, whereas in
autoantibody-positive women autoantibody
levels are not influenced by pregnancy.

de Man YA, Bakker-Jonges LE, Dufour-van den
Goordegh CM, et al.

Ann Rheum Dis 2010; 69:420-23

OBJECTIVE: To determine whether changes in
levels of anti-cyclic citrullinated peptide (anti-CCP)
and rheumatoid factor (RF) are associated with the
spontaneous improvement of rheumatoid arthritis
(RA) during pregnancy and with the subsequent
flare post partum.

METHODS: Disease activity scores from the
Pregnancy-induced Amelioration of Rheumatoid
Arthritis (PARA) study of 118 patients were avail-
able for analysis. Before conception (if applicable),
at each trimester and at 6, 12 and 26 weeks post
partum, levels of the autoantibodies anti-CCP,
IgM-RF, 1gG-RF and IgA-RF were determined.
Responses in disease activity were classified ac-
cording to European League Against Rheumatism
(EULAR) response criteria during pregnancy and
post partum, and associated with the presence or
absence of autoantibodies.

RESULTS: The median levels of anti-CCP and all
subclasses of RF during pregnancy were stable,
whereas post partum the levels of anti-CCP, IgM-RF
and IgA-RF declined. A significantly higher percent-
age of women without autoantibodies (negative for
anti-CCP and RF) improved compared with women
positive for either or both autoantibodies (75% vs
39%, p=0.01). The occurrence of a flare post partum
was comparable between these groups.

CONCLUSION: Improvement of disease activity
of RA during pregnancy was not associated with
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changes in levels of autoantibodies during preg-
nancy, however, improvement may occur more
frequently in the absence of anti-CCP and RF.

O1 yuvaikeg ME PEUPATOEIDN apOpiTIda XwPIG
avriowparta évavti Tou KITPouMIvwpévou
nenmdiou gival mo nibavé va BeAtiwOolv oTnv
EYKUHOOUVN, EVW Ol YUVAIKEG HE AVTICWHATA
oev ennpedlovral and Tnv eykupgoouvn.

2TOXOZ: Na kabopioTei av ol petaBoAég ota
enineda Tou KIpouMivwpgvou nenmdiou (anti-CCP)
kal Tou peupaTtoeldouq napdyovra (RF) ouvdéo-
vTal ge autéparn BeAtiwon TnG peupatoeidous
apBpimdag (PA) katd Tn didpKeIa TG YKUPOOU-
VNG Kal he Tnv enakdAoudn avalwnipwon peTd
TOV TOKETO.

MEOOAOI: Avahibnkav or Babuoloyieg evep-
yoTnTag vooou and tn peAétn PARA (enaydpevn
and Tnv eykupoouvn BeATiwon TNG PeEUPATOEI-
0oU¢ apBpimidag) nou €yive oe 118 aoOeveig.
MeTpribnkav Ta enineda Twv auTOAVTIOWHATWY
anti-CCP, IgM-RF kai IgA-RF npiv Tn cUMnyn (av
nTav eQikTd), o€ KAOe Tpipunvo kal oe 6, 12 kal
26 €dopddec peTd TOV TOKETO. O ANAVTNOEIG
oTnv evepydTnTa TNG véoou Ta&ivourbnkav pe Ta
kpImpla andvrnong Tou Eupwnaikol Zuvdgopou
katd Twv PeupaTtikwyv NoonpdTtwyv (EULAR) katd
TN OIdPKEIA TNG EYKUPOOUVNG KAl JETE TOV TOKETO
KQI OUOXETIOTNKAV PE TNV NApOoUcia i TNV anouoia
QUTOAVTIOWHATWY.

AMOTEAEEIMATA: Ta péoa enineda anti-CCP
Kal GAwV Twv UNOKATNYOPIWY TOU PEUPATOEIDOUG
napdyovta katd Tn dIAPKEIa TNG EyKUpooUvNG ATav
oTabepd, eV JETA TOV TOKETO Ta €NiMeda Twv anti-
CCP, IgM-RF kar IlgA-RF napouciaocav ntwon. ‘Eva
ONUAVTIKG UPNAGTEPO MOCOOTO YUVAIKWY XWPIG
auTtoavTiowpaTa (apvnTikES yia anti-CCP kar RF)
napouoiacav BeAtiwon og oUyKpION PE YUVAIKEG
OeTikEC yia éva i kal yia Ta OUO auTOAVTIoWUATA
(75% evavti 39%, p=0,01). H enintwon avalwnu-
PWONG METE TOV TOKETO NTAV OUYKPIOIKN PETAEY
QUTWV TwV OPAdWV.

YYMMEPAZMA: H BeAtiwon Tng evepydTnTac
TNG vOoOou oTn peupaToeldn apOpimda katd T
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OIdPKEIO TNG EyKUPOOUVNG OE OUOXETIOTNKE ME
METAPOAEG OTa ENNEDA TWV AUTOAVTIOWHATWY KATA
Tn dIdPKEID TNG EyKUPOOUVNG, woTOo0 N BeATiwon
eivar ouxvotepn oe anouaia anti-CCP kar RF.

Which subgroup of patients with rheuma-
toid arthritis benefits from switching to
rituximab versus alternative anti-tumour
necrosis factor (TNF) agents after previous
failure of an anti-TNF agent?

Finckh A, Ciurea A, Brulhart L, Mooler B, Walker
UA, et al.

Ann Rheum Dis 2010; 69:387-93

BACKGROUND: Patients with rheumatoid ar-
thritis (RA) with an inadequate response to TNF
antagonists (aTNFs) may switch to an alternative
aTNF or start treatment from a different class of
drugs, such as rituximab (RTX). It remains unclear
in which clinical settings these therapeutic strate-
gies offer most benefit.

OBJECTIVE: To analyse the effectiveness of RTX
versus alternative aTNFs on RA disease activity in
different subgroups of patients.

METHODS: A prospective cohort study of patients
with RA who discontinued at least one aTNF and
subsequently received either RTX or an alternative
aTNF, nested within the Swiss RA registry (SCQM-RA)
was carried out. The primary outcome, longitudinal
improvementin 28-joint count Disease Activity Score
(DAS28), was analysed using multivariate regres-
sion models for longitudinal data and adjusted for
potential confounders.

RESULTS: Of the 318 patients with RA included;
155 received RTX and 163 received an alternative
aTNF. The relative benefit of RTX varied with the
type of prior aTNF failure: when the motive for
switching was ineffectiveness to previous aTNFs,
the longitudinal improvement in DAS28 was sig-
nificantly better with RTX than with an alternative
aTNF (p=0.03; at 6 months, -1.34 (95% CI -1.54
to-1.15) vs -0.93 (95% CI -1.28 to -0.59), respec-
tively). When the motive for switching was other
causes, the longitudinal improvement in DAS28



was similar for RTX and alternative aTNFs (p=0.40).
These results were not significantly modified by the
number of previous aTNF failures, the type of aTNF
switches, or the presence of co-treatment with a
disease-modifying antirheumatic drug.

CONCLUSION: This observational study sug-
gests that in patients with RA who have stopped a
previous aTNF treatment because of ineffectiveness
changing to RTX is more effective than switching
to an alternative aTNF.

Xe aoOeveiq pe peupatoeldn apOpiTida kai

pn avranékpion o€ avti-TNFa napayovra, n
alayni og rituximab iowg eival nio anoTeAe-
opaTikiA and dedtepo avri-TNFa napdyovta

IXTOPIKO: O1 aoBeveic pe peupatosidn apOpimda
ME avenapkn avranokpion oe avraywvioTéG TNF
(aTNF) pnopouv va oTpa@oulv o€ évav evOMOKTIKO
aTNF i va &ekiviioouv Bepaneia pe pia d1agopeTIkA
katnyopia pappdkwy, 6nwg n prrougpudunn (RTX).
Aev eival EgkGOapo und noleg kKAIVIKEG oUVONKeg
QUTEG 01 OEPANEUTIKEG OTPATNYIKEG MPOOPEPOUV
MEYIOTO OPENOC.

YTOXOZX: H avdAuon TnG anoteAeopaTikOTNTAG
TnG RTX évavT evalakTikwyv aTNF otnv evepyo-
TNTA TNG VOOOU TG peupaToeldols apOpimdag oe
OIAPOPETIKEG UNOOPADEG AoBEVWIV.

MEOOAOQI: AlevepyriOnke pia npoonTIKA PEAETN
o€ a00evei¢ pe peupatoedn apBpiTida nou di€ko-
Pav Touhdxiotov évav aTNF kal akoAoUbwe Ehafav
eiTe RTX €iTe evaMakTikd aTNF, katayeypappeévoug
ota EABeTikdG apxeia peupatoeldolq apOpimidag
(SCQM-RA). Ta npwra anoteAéopata, BeAtiwon
oe 28 apBpwoslc pe BabpoArdynon evepydTnTag
véoou (DAS28), avaAiOnkav pe Tn xprion no-
AUpETABANTWV povTéAwY Upeonc yia dedopéva
YEWYPaPIKOU prikoug kal Tpononoindnkav yia
OuVNTIKA OUYXUTIKOUG NAPAYOVTEC.

ATIOTEAEZMATA: Ano toug 318 aoBeveic pe
peupaToedn apbpimda, o 155 AduBavav RTX kai
163 AduBavav évav evalakTikd aTNF. To oxeTiko
0pelo¢ and Tnv RTXdIEpepe avdloya pe Tov TUNO
TNG anoTtuxiag Tou nponyoupevou aTNF: étav 10
kivnTpo yia Tnv aMayn ATav n pn anoteAeopari-
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kéTnTa Tou Nponyoupevou aTNF, BeAtiwon oTo
DAS28 ntav onpavtikd peyaAdtepn pe tnv RTX
napd pe évav evarlaktikd aTNF [p=0,03, otoug 6
pnveg, -1,34 (95% ClI -1.54 pe -1,15) €vavmi -0,93
(95% ClI -1,28 pe -0,59), avriotoixwg]. ‘OTav 10
kivnTpo yia Tnv aAaynr Tou pappdkou ftav dAn
aitia, n BeAtiwon oto DAS28 ritav napdpoia yia
Tnv RTX kar Tov evaMakTikd aTNF (p=0,40). Ta o-
noteAéopaTa auTtd Ogv TPOMOMNOIOUVTAV ONPAVTIKA
and Tov aplOuo Twv NPoNyoUHEVWY ANOTUXIWY PE
aTNF, Twv Tdno twv aMaywv Twv aTNF i v na-
pouoia ouv-Bepaneiag e éva vooo-TPononoinTIkO
QVTIPEUPATIKO PAPMUAKO.

LYMMEPAIMA: Autii n peAéTn napatripnong
unodeikvUel OTI 0g aoBeveic pe peupaToeldn apOpi-
TI0a nou €xouv diakdyel Bepaneia pe aTNF Adyw
MN anoteAeopaTikdTNTAC, N aAMayr Tou pappdkou
o€ RTX eival nio anoteAeopaTiki and 4,11 o€ évav
evalhakTikd aTNF.

Association of methotrexate and tumour
necrosis factor antagonists with risk of infec-
tious outcomes including opportunistic
infections in the CORRONA registry
Greenberg |D, Reed G, Kremer JM, Kavanaugh
A, Zheng C, Bishai W, Hochberg MC.

Ann Rheum Dis 2010, 69:380-86

OBJECTIVE: To examine the association of metho-
trexate (MTX) and tumour necrosis factor (TNF)
antagonists with the risk of infectious outcomes
including opportunistic infections in patients with
rheumatoid arthritis (RA).

METHODS: Patients with RA enrolled in the
Consortium of Rheumatology Researchers of North
America (CORRONA) regjistry prescribed MTX, TNF
antagonists or other disease-modifying antirheu-
matic drugs (DMARDs) were included. The primary
outcomes were incident overall and opportunistic
infections. Incident rate ratios were calculated using
generalised estimating equation Poisson regression
models adjusted for demographics, comorbidities
and RA disease activity measures.

RESULTS: A total of 7971 patients with RA were
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followed. The adjusted rate of infections per 100
person-years was increased among users of MTX
(30.9,95% Cl 29.2 t0 32.7), TNF antagonists (40.1,
95% Cl37.0t0 43.4) and a combination of MTX and
TNF antagonists (37.1, 95% Cl 34.9 to 39.3) com-
pared with users of other non-biological DMARDs
(24.5,95% Cl 21.8 t0 27.5). The adjusted incidence
rate ratio (IRR) was increased in patients treated
with MTX (IRR 1.30, 95% Cl 1.12 to 1.50) and TNF
antagonists (IRR 1.52, 95% Cl 1.30 to 1.78) com-
pared with those treated with other DMARDs. TNF
antagonist use was associated with an increased
risk of opportunistic infections (IRR 1.67, 95% Cl
0.95 to 2.94). Prednisone use was associated with
an increased risk of opportunistic infections (IRR
1.63, 95% CI 1.20 to 2.21) and an increased risk
of overall infection at doses >10mg daily (IRR 1.30,
95% CI 1.11 to 1.53).

CONCLUSION: MTX, TNF antagonists and pred-
nisone at doses >10 mg daily were associated with
increased risks of overall infections. Low-dose predni-
sone and TNF antagonists (but not MTX) increased
the risk of opportunistic infections.

Xe aoBeveic pe peupartoldn apOpimida, n
xpnon pebotpe&dTng cuvodeleral ané augn-
pévo kivouvo Aoipwéewv. ‘ETol, oe aoOeveig
uné pebotpe&drn kai BioAoyiké napdyovra,
va Aapfdveral unéyn kar autég o Kivouvog
Kal va pnv anodidovral 6Aeg ol Aoipwéeig oTo
Broloyiké napdyovra

YTOXOZL: H e&¢éraon Tng oUuvdeong TG peboTpe-
&GN (MTX) kal Twv AvTaywvIoTWY Tou napdyovTa
vékpwong Twv Oykwv (TNF) pe Tov kivouvo Aoipw-
&ewv, oupnepIAapBavopévwy Kar eUKAIPIAKWY Aol-
MWEEWV o€ aobevei¢ pe peupatoeldn apbpitida.

MEOOAOI: ZupnepiAripBnkav aobeveig eyyeypap-
MEvol oTa pnTpwa NG Koivonpaé&iag Peupatohoyikwy
Epeuvntwyv TG Bépeiag Apepikric (CORRONA), otoug
onofoug gixe ouvtayoypapnBel MTX, avTaywvioTEG
TNF 1 dAa vooo-TpononoinTikd avTipeupaTIKA
¢pdppaka (DMARDs). Xta npwra anoteAdéopaTta
nepidapBdvovrav oI CUVOAIKEG KAl Ol EUKAIPIAKEG
Moipwéeic. H nocooTiaia avaAoyia NEPIOTATIKWV
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UNOAOYIOTNKE PE YEVIKAG EKTIUNONG PHOVTEAQ uno-
xwpnong pe Ty e§fowon Poisson, Tpononoinpévn
yia dnpoypaPikd dedopEva, ouVVOoNPAOTNTEG KAl
BaBuo evepydTNTAC TNG VOOOU YIA TN PEUNATOEION
apOpimoda.

AMOTEAEXMATA: ZuvoAiké ouppeteixav 7971
a00evei¢ pe peupaToeldn apOpimda. O Tpononol-
NpEvog Babuog Twy Aotpwéewy avd 100 avBpwro-
€Tn augribnke otouc xproTee TN MTX (30,9, 95%
Cl 29,2 pe 32,7), Twv avraywviotwyv TNF (40,1,
95% Cl 37,0 pe 43,4) kal ouvduaopoy MTX kai
avraywviotwv TNF (37,1, 95% Cl 34,9 pye 39,3), o¢
oUyKpIon PE XxpnoTes GMwV pn BioAoyikwy napa-
yoviwv DMARDs (24,5, 95% CI 21,8 pe 27,5). H
TpononoINPEvN NooooTIaia avaloyia NEPIOTATIKWY
(IRR) aué&nbnke oe aoBeveicund Bepaneia pe MTX
(IRR 1,30, 95% CI 1,12 pe 1,50) ka1 avTaywvIOTEG
TNF (IRR 1,52, 95% CI 1,30 pe 1,78), oe olykpion
Me Toug aoBeveic nou AdpfBavav dMa DMARDs. H
xprion avraywvioTwv TNF ouoxeTioTnke pe auénpe-
VO KivOUVO eukalplakwy Aoipwéswy (IRR 1,67, 95%
C10,95 pe 2,94). H xprion npedviCOvNG CUOXETIOTNKE
pe auénpévo kivouvo eukalpiakwy Aoipwéewy (IRR
1,63, 95% CI 1,20 pe 2,21) ka1 au&npévo kivouvo
OUVOAIKWY AoIWEEWY o€ dOoEIG>T10mg npepNoiwg
(IRR 1,30, 95% CI 1,11 to 1,53).

LYMEPAXMA: H MTX, or avraywviotég TNF kal
n npedvi¢évn og ddon >10mMg NPUEPNOIWG CUOXETI-
OTNKAV PE AUENPEVO KIVOUVO OUVOAIKWY AOIWEEWV.
H npedvifdévn oe xapnAég OOOEIG KAl OI AVTAYwVI-
oTéC TNF (aAd 6xi n MTX) au&dvouv Tov kivduvo
EUKAIPIAKWY AOINWEEWV.

Tumor necrosis factor neutralization results
in disseminated disease in acute and latent
Mycobacterium tuberculosis infection with
normal granuloma structure in a cynomol-
gus macaque model

Lin PL, Myers A, Smith K, Bigbee C, Bigbee M,
Fuhrman C et al.

Arthritis Rheum 2010, 62:340-50

OBJECTIVE: An increased risk of tuberculosis
has been documented in humans treated with tu-



mor necrosis factor a(TNFa)-neutralizing agents.
In murine models, impaired signaling by TNF
causes exacerbation of both acute and chronic
infection associated with aberrant granuloma
formation and maintenance. This study was
undertaken to investigate immune modulation
in the setting of TNF neutralization in primary
and latent tuberculosis in a non-human primate
model.

METHODS: Cynomolgus macaques 4 years of
age or older were infected with Mycobacterium
tuberculosis and subjected to clinical, microbio-
logic, immunologic, and radiographic examina-
tions. Monkeys were classified as having active or
latent disease 6-8 months after infection, based
on clinical criteria. Monkeys used in acute infec-
tion studies were randomized to receive either
adalimumab (prior to and during infection) or
no treatment. Monkeys with latent infection that
were randomized to receive TNF-neutralizing
agent were given either an inhibitor of soluble
TNF, recombinant methionyl human soluble TNF
receptor | (p55-TNFRI), or adalimumab. Control
monkeys with latent infection were given no
treatment or saline. Data from previously studied
monkeys with active or latent disease were also
used for comparison.

RESULTS: Administration of TNF-neutralizing
agents prior to M tuberculosis infection resulted
in fulminant and disseminated disease by 8
weeks after infection. Neutralization of TNF in
latently infected cynomolgus macaques caused
reactivation in a majority of animals as deter-
mined by gross pathologic examination and
bacterial burden. A spectrum of dissemination
was noted, including extrapulmonary disease.
Surprisingly, monkeys that developed primary
and reactivation tuberculosis after TNF neutral-
ization had similar granuloma structure and
composition to that of control monkeys with
active disease. TNF neutralization was associated
with increased levels of interleukin-12, decreased
levels of CCL4, increased chemokine receptor
expression, and reduced mycobacteria-induced
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interferon-Y production in blood but not in the
affected mediastinal lymph nodes. Finally, the
first signs of reactivation often occurred in tho-
racic lymph nodes.

CONCLUSION: These findings have impor-
tant clinical implications for determining the
mechanism of TNF neutralization-related tu-
berculosis.

Xe povrédo mBrkwv pe Aavldvouoca gupariw-
on n xopnynon avti-TNFa avriowparog i dia-
AutoU unodoxéa Tou TNFa eixe w¢ anotéAecpa
TNV EVEPYS PUUATIWON PE avANTUEN KOKKIWHA-
Twv. Apa kai o d1aAuté¢ unodoxéag Tou TNFa
pnopei va kaver avalwnipwon Tng Aavbdvou-
0ag PUUATIWONG, 6NWE TO AVTICWHA

YTOXOZL: Augnpuévog kivouvog GpUHATIwoNG
£xel TekunpiwOel oe avbpwnoug und Bepaneia
pe avTI-TNFa avTiowpaTa. Xe JovTEAT NOVTIKWY
n diatapaypévn onpatodotnon and Tov TNF
npokalel napé&uvon 1600 TNG o&eiag 600 Kal TNG
XPOVIAG PAEYHOVAG, NOU OXETICETAI E AVWHUAAO
OXNPATIOPO KOKKIWPATOG Kal dlatripnorn Tou.
AuTril n peAETN dievepynOnke yia va epeuvnOel
n avooohoyikn diapdppwon pe Tn pubuion pe
avti-TNFa avriowpaTta og npwtonadn kar Aav-
0dvouoa gupaTiwon og €va povTéAo NIONkwy.

MEOOAOI: Mibnkor nAikiag 4 eTwv i peya-
AUTEPOI HOAUVONKAV pE TO HUKOBAKTNPIOIO TNG
pupaTiwong kal unoBANdnkav oe KAIVIKEG, dI-
KPOPBI10AOYIKEG, AVOOOAOYIKEG KAl OKTIVOAOYIKEG
e€etdoelg. O1 nidnkol Ta&ivouriBnkav avdloya
ME TO av gixav evepyd 1 AavOdvouoa véoo 6-8
MNAVEG PETA TN pGAuvon, pe Baon KAIVIKA KPITHAPIA.
O1 niBnkol Nou xpnoIhgonoINONKav oTIG PEAETEG
o&eiag hofpwéng TuxalonoiNnBnkav WoTe va Ad-
Bouv eiTe avrahipoupdunn (npiv kar katd
d1dpkela TNG Aofpwéng), eiTe kaBOAou Bepaneia.
O1 niBnkol pe A\avBdvouoa véoo nou Tuxaionoirn-
Onkav va AdBouv avti-TNFa avriowpata éAaBav
d1aAuT6 unodoxéa Tou TNF-a, avacuvduaopévo
MEOUAIwpEvOo avBpwnivo dlaAuTd unodoxea |
Tou TNF-a (p55-TNFRI) n avraAioupdunn. H
opdda eAéyxou pe AavBdvouoa véoo dev €Aa-
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Be kapia Bepaneia i é\afe puolohoyikd opo.
Xpnoipgonomonkav enfong yia ouykpion 0edo-
Méva and nponyoUPEeVEG PEAETEG PME NMIOAKOUG
ME evepyd i AavBdvouoa véoo.

ANOTEAEEZMATA: H xprion avti-TNFa avTiow-
MATWVY NIV TN péAuvon kaTéAnée og kepauvoBoio
kai d1donapTn véoo péoa o 8 eBdopddecand
poéAuvon. Ta avtl-TNFa avTiowpaTta o€ Mbrkoug
pe AavBdvouoa vooo 0driynoayv o€ ENaveVEPYO-
nofnon Tng véoou oTnv NAgioPn@ia Twv (Wwv,
onwg kabopioTnke and TiIg NABOAOYIKES EEETAOEIG
kal To BakTnpiakd gopTio. MNapatnpriOnke éva
pdopa diaonopdg nou nepiAdpPave e&wnveu-
Movikn véoo. Me €knAnén dianioTwOnke 0TI Ol
nienkol nou avéntuéav npwronabn kai enave-
vepyonoinpévn gpupatiwon perd anod avri-TNFa
avTiowpaTa eixav napdpola doun kal ouvbeon
KOKKIWMATOG PJE AUTAV TNG OPAdAG EAEYXOU HE
evepyo vooo. H xprion avti-TNFa avriowpdtwy
OUOXETIOTNKE PE AuENuEva enineda IVTEPAEU-
Kivng-12, peiwpéva enineda CCL4, auénuévn
EKPPAoN UMNOOOXEWV XNUOKIVNG KAl PEIWUEVN
napaywyn oTo aipa IVTEPPEPSVNG-Y eNAYOPEVNG
andé pukoBaktnpidia, aAd éxi otoug npooBAn-
0évTec Aeppadéveg Tou pecoBwpakiou. TeAIKE,
Ta NPEWTA onpeia enavevepyonoinong ouxvd
eppavitovrav og OwPAKIKOUG AEPPADEVEG.

YYMMEPAXLMA: Autd Ta eupripaTa €xouv
ONMAVTIKEG KAIVIKEG ENINTWOEIG OTOV KaBopIopd
TOU pnxaviopoU TNG pUPATIWOoNG NoU OXETICETal
pe avti-TNFa avriowpaTa.

Nonsteroidal antiinflammatory drugs and
prostaglandin E2 modulate the synthesis of
osteoprotegerin and RANKL in the cartilage
of patients with severe knee osteoarthritis
Moreno-Rubio |, Herrero-Beaumont G, Tardio L,
Alvarez-Soria A, Largo R.

AR 2010; 62:478-88

OBJECTIVE: Although the osteoprotegerin
(OPG)/RANK/RANKL system is the main modulator
of bone remodeling, it remains unclear whether it
is requlated in cartilage during osteoarthritis (OA).
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The aim of this study was to examine whether
nonsteroidal antiinflammatory drug (NSAID)
treatment modulates the synthesis of OPG and
RANKL in the cartilage of patients with OA, and
to investigate whether prostaglandin E2 (PGE2)
modifies this system in human OA chondrocytes
in culture.

METHODS: A 3-month clinical trial was carried
out in 20 patients with severe knee OA, all of
whom were scheduled to undergo knee replace-
ment surgery. Ten of these patients were treated
with celecoxib, and the other 10 patients, who
did not want to be treated, served as the control
group. After surgery, cartilage was processed for
molecular biology studies. We also used human
OA chondrocytes to examine the effects of PGE2
on OPG/RANKL synthesis, examining which sur-
face receptors were affected by PGE2.

RESULTS: In patients with OA, celecoxib de-
creased RANKL synthesis in the cartilage, thereby
increasing the OPG:RANKL ratio. In human OA
chondrocytes in culture, PGE2 elicited a dose-
and time-dependent increase in the synthesis of
RANKL, the extent of which was greater than that
of OPG. Confocal microscopy revealed that PGE2
induced RANKL transport to the cell membrane.
Only EP2/EP4 agonists reproduced the effects of
PGE2 on OPG and RANKL induction.

CONCLUSION: Long-term NSAID treatment
inhibited the resorptive signal synthesized by
chondrocytes. In vitro, PGE2 regulated the expres-
sion and release of these key mediators of bone
metabolism by articular chondrocytes. The role
of OPG/RANK/RANKL in OA cartilage metabolism
is still unknown, although the synthesis of these
proteins would enable the cartilage to control
the activity of subchondral bone cells.

Ta pn otepoe1dn avripAeypovwdn kal n npo-
orayAavdivn E2 puBpifouv Tn olvOeon ooTe-
onporteyepivng kai RANKL oTtoug xévdpoug

aocBevwv pe cofapn ooteoapOpiTida yévartog

2TOXOZX: Av Kkal To cUOTNUA TNG OCTEOMNPO-
Teyepivng (OPG)/RANK/RANKL eivar o kUpiog



PUOUIOTAG TNG AvadIaPOPPWONE TWY 00TWY, OEV
efival EekdBapo av pubuieTal oToug xOvOpPoUG
otnv ooteoapBpimida (OA). O okondg autigTng
MeAETNG Tav va e€gTaoTel av n Bepaneia pe pn
oTepoeldn avTipAeypovwdn (MXA®) Tpononolef
Tn ouvBeon OPG kal RANKL o010 X6vdpo acBeviv
pe OA kal va gpeuvnBel av n npootayAavoivn
E2 (PGE2) Tpononoiel autd TOo oUOTNPAO OE Av-
Opwniva xovdpokUuTTapa aobevwy pe OA oe
KaAN€pyela.

MEO©OAOI: Aievepyribnke pia Tpipnvn KAviki
MeAéTN o€ 20 aoBeveiq pe ooBaprt OA yévaTog, ol
onoiol eixe npoypappatioTel va unoAnBouv oe
xelpoupyikn enépfaon avrikatdoTaong yovaTog.
10 aoBeveic éhaBav ogheko&ipnn kar or dAAol
10 aoBeveic nou dev NBehav va unofAnBouv ot
Oepaneia anotéAeoav TNy opdda eAéyxou. Metd
TN XEIPOUPYIKA eNEUPacn o xovOPIKOG 10TOG UMno-
BANBnke oe e€eTdoeig poplakng BroAoyiag. Enfong,
xpnolgonomonkav avlpwniva xovookUTTapa
aoBevwv pe OA yia va gpeuvnBel n enidpaon
™¢ PGE2 omn oUvBeon OPG/RANKL, e€etdlovTac
nolol enipaveiakoi unodoxeig ennpeddovrav anod
v PGE2.

ATIOTEAEZMATA: Ze aoBeveig pe OA, n oehe-
ko&iunn peiwoe Tn oluvBeon RANKL oTo x6vdpo,
au&dvovtag ouvenwe To Adyo OPG:RANKL. Ze
avOpwniva xovdpokUTrapa acBevwyv pe OA, n
PGE2 npokdheoe d00O- KAl XPOVO-eEQPTWHEVN
auénon Tng ouvBeong RANKL, n éktaon Tngonoiag
ATav peyaAdtepn and autr Tng OPG. ZuveoTiakn
Mikpookénnon anokdAue 6t n PGE2 npokdAeoe
enaywyn TnG petapopdc RANKL otnv kutTapIki
MepBpPAvn. Moévo ol aywvioTég EP2/EP4 avana-
priyayav Tnv enidpaon tng PGE2 otnv enaywyn
OPG kar RANKL.

LYMMEPAZMA: H pakpoxpdvia Bepaneia pe
MZA® avaoTéMel To npoopo@nTikd orpa nou
puBpiceTal and Ta xovdpokUTTapaA. In vitro, n
PGE2 pUBuiCe Tnv ékppaon kal aneAeubépwon
AUTWV TwV PHECOAABNTWV-KAEIDIWY TOU 0OTIKOU
MeTaBoAiopoU péow Twv apOpIKWY XOvOPOKUT-
Tdpwv. O pdAog Tou ocuoThpaTog OPG/RANK/
RANKL oTo xovdpiké peraBoliopd otnv OA eival
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akOpa dyvwoTog, av kal N oUvleon auTwyv Twv
npwTeiviv Ba kabioToloe TO xOvOPO IKavo va
eAEyxel TN OPAOTNPIOTNTA TWV UNOXOVOPIAKWY
OOTIKWY KUTTAPWV.

Overproduced interleukin 6 decreases blood
lipid levels via upregulation of very-low-
density lipoprotein receptor

Hashizume M, Yoshida H, Koike N, Suzuki M,
Mihara M.

Ann Rheum Dis 2010; 69:741-6

BACKGROUND: Interleukin 6 (IL6) blockade
raises blood lipid levels in patients with rheu-
matoid arthritis. The aim was to examine the
influence of IL6 on lipid metabolism.

METHODS: Vascular smooth muscle cells
(VSMC) were cultured in the presence of IL6,
soluble IL6 receptor (sIL6R), IL6+sIL6R or tumour
necrosis factor a (TNFa) for 24h. After culture, the
expression of very-low-density lipoprotein receptor
(VLDLR), low-density lipoprotein receptor (LDLR)
and low-density lipoprotein-related protein-1 (LRP-
1) were measured by real-time PCR. Human IL6
was injected into mice twice a day for 2 weeks and
then VLDLR expression in several tissues and the
change of total cholesterol (TC) and triglyceride
(TG) levels were investigated. Finally, the effect
of anti-IL6 receptor (IL6R) antibody injection on
blood lipid levels was examined.

RESULTS: IL6+sIL6R significantly induced expres-
sion of VLDLR mRNA in VSMC (8.6-fold, p<0.05),
but IL6 or sIL6R alone and TNFa did not do so.
None of these cytokines induced LDLR and LRP-1
MRNA expression. IL6 injection into mice increased
the expression of VLDLR in heart, adipose tissue
and liver and decreased TC and TG levels. The
injection of anti-IL6R antibody normalised the
reduced levels of TC and TG caused by IL6 injec-
tion, whereas it had no influence on the levels of
TC and TG in normal mice.

CONCLUSION: Overproduced IL6 decreased
blood lipid levels by increasing VLDLR expression
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in several tissues. Itis concluded that IL6 blockade
normalises reduced lipid levels caused by IL6, but
does not affect normal lipid metabolism.

H ungpnapaywyn vrepAeukivng 6 peiwvel Ta
enineda AMmdiwv oTo aipa péow OeTIKAG avd-
dpaong Tou unodoxéa NoAU xapnAiG NUKVE-
TNTag AINonpwreivwv

IXTOPIKO: O anokAeiopég ivrepAeukivng 6 (1L6)
auédverl Ta enineda Twv Aimdiwv oTo afua aoBe-
vV pe peupatosdn apBpimida. O otdéxo¢ nTav
va e&eTaoTel n enippont TnG IL6 oTo petaoliopd
Twv Aimdiwv.

MEO©OAOI: Ayyeiakd Agia puikd kdtrapa (VSMC)
kaMigpyriOnkav napouaia IL6, diahutol unodoxea
IL6 (SIL6R), IL6+SIL6R 11 napdyovra vékpwong Twv
Oykwv a (TNFa) yia 24 wpeg. MeTd Tnv kKaMIEpyelQ,
METPNONKAVY N €KPPAON TOU UNOOOXEA MOAU XAPNANG
nukvéTntag Ainonpwrteivng (VLDLR), Tou unodoxéa
xapnAi¢ nukvéTnTag Ainonpwteivng (LDLR) kal Tng
OXETICOPEVNG e XAPNAAG NUKVETNTAG AinopwTeivng
npwteivng-1 (LRP-1) pe texvikn PCR npaypatikoy
xpévou. MNpaypatonoir®nke éveon avbpwnivng IL6
o€ novrikia dUo POPECTNY NPEPQ yIa 2 EBOOUAdEC
kal éneira epeuvidnkav n ékppaon VLDLR o€ o1
dpopoug I0ToUG Kal oI HETAPBOAEG OTa enineda TNG
OAIKN¢ xoAnoTePdANG (TC) karl Twv TPIYAUKEPIDIWY
(TG). Téhog, e€eTdoTnke N enippon TNG €veong a-
VTIOWHATOG KATA Tou unodoxea avTi-IL6 (IL6R) ota
enineda Aimidiwv Tou aijpaToc.

AMOTEAEZMATA: O1 IL6+sIL6R npokdAeoav on-
pavtikn ékppaon tou VLDLR mRNA ota VSMC
(8,6-nAdo10, p<0,05), aA\d n IL6 1h 0 SIL6R pdvo kal
0 TNFa dev 10 ékavav. Kapid and auTeq TIG KUTOKIVEG
Oev enépepe ékppaon LDLR kar LRP-T mRNA. H
éveon IL6 o€ novrikia atgnoe v ékppaon VLDLR
otnv kapdid, To Ainwdn 10T6 Kal To ANAP KAl Peiwoe
Ta enfneda TC kal TG. H éveon avTiowpaTog avTl-
IL6R enavépepe oTa puolooyikd 6pIa Ta PEIWPEVa
enineda TC ka1 TG nou npokAiBnkav and Tnv €veon
IL6, vy Oev eixe kapid enidpaon ota enineda TC
ka1 TG o€ puaololoyikd novrikia.

YYMMNEPAZIMA: H unepnapaywyn IL6 peiw-
o€ Ta enineda Aimdiwv Tou afpatog au&dvovrag
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Tnv ékppaon Tou VLDLR o€ didpopoug 10TouG.
Yupnepaiveral 6T 0 anokAelopdg TNG IL6 enavagepel
OTa KAVOVIKG épia Ta peiwpéva enineda Ainmdiwy
nou npokAnBnkav and Tnv 1L6, ald dev ennpedel
TO UOIOAOYIKO PETABOMOUO TwV Aimidiwv.

Two-year clinical and radiographic results
with combination etanercept-methotrexate
therapy versus monotherapy in early rheu-
matoid arthritis: A two-year, double-blind,
randomized study

Emery P, Breedveld F, van der Heijde D, Ferraccioli
G, Dougados M, Robertson D et al.

Arhtritis Rheum 2010; 62:674-82

OBJECTIVE: To evaluate how continuation
of and alterations to initial year 1 combination
etanercept-methotrexate (MTX) therapy and
MTX monotherapy regimens affect long-term
remission and radiographic progression in early,
active rheumatoid arthritis.

METHODS: Subjects were randomized at base-
line for the entire 2-year period; those who com-
pleted 1 year of treatment with combination or
MTX monotherapy entered year 2. The original
combination group either continued combination
therapy (the EM/EM group; n=111) or received
etanercept monotherapy (the EM/E group; n =
111) in year 2; the original MTX monotherapy
group either received combination therapy (the
M/EM group; n =90) or continued monotherapy
(the M/M group; n = 99) in year 2. Efficacy end
points included remission (a Disease Activity Score
in 28 joints [DAS28] <2.6) and radiographic non-
progression (change in the modified Sharp/van
der Heijde score <0.5) at year 2. A last observa-
tion carried forward analysis from the modified
intention-to-treat population (n =398) and a post
hoc nonresponder imputation (NRI) analysis (n
= 528) were performed for remission.

RESULTS: At year 2, DAS28 remission was
achieved by 62/108, 54/108, 51/88, and 33/94
subjects in the EM/EM, EM/E, M/EM, and M/M
groups, respectively (P < 0.01 for the EM/EM



and M/EM groups versus the M/M group). This
effect was corroborated by a more conservative
post hoc 2-year NRI analysis, with remission ob-
served in 59/131, 50/134, 48/133, and 29/130
of the same respective groups (P < 0.05 for each
of the EM/EM, EM/E, and M/EM groups versus
the M/M group). The proportions of subjects
achieving radiographic nonprogression (n =360)
were 89/99, 74/99, 59/79, and 56/83 in the EM/
EM (P < 0.01 versus each of the other groups),
EM/E, M/EM, and M/M groups, respectively. No
new safety signals or between-group differences
in serious adverse events were seen.

CONCLUSION: Early sustained combination
etanercept-MTX therapy was consistently supe-
rior to MTX monotherapy. Combination therapy
resulted in important clinical and radiographic
benefits over 2 study years, without significant
additional safety risk.

AleTri KAIVIKA ka1 akTivoAoyikd anoTeAéoparta
Oepaneiag pe ouvduaopd eTavepoénTng-
peBoTpe&ATNG évavt povoBepaneiag ot
npwipgn peupartoeldn apBpimnda: Mia dIETAG,
OINAR TUPAR Tuxalonoinpévn peAéTn

YTOXOZ: Na ekTignOel nw¢ n ouvéxion Kal
ol Tpononolnoelg oTnv apxikri Bgpaneia Tou
NPWTOU €TOUG PJE OUVOUQOMNO ETAVEPOCENTNG-
pedoTpe&dTng (MTX) kai povoBepaneiag pe MTX
ennpeddouv pakponpodbeopa TNV UPeon Kal
TNV AKTIVOAOYIKA NPGodOo oTNV NPWIKN evePyo
peupaToeldn apOpiTida.

MEOGOAOI: O1 aoBeveic TuxalonoinBnkay otnv
apxn TNG HEAETNG yIa 0AGkANPN TNV nePiodo Twv
2 eTwv. AuTtoi nou eixav ohokAnpwoel éva xpévo
Oepanegiag pe cuvduaopod N povolepaneiag pe
MTX pnnkav oto 20 xp6vo. H apxikri opdda nou
AdpBave ouvduaoud, oTo 20 xpdvo €iTe OUVE-
XI0€ TN ouvdUaoTIKA Bepaneia (opdda EM/EM,
n=111) &ite éAaPe povoBepaneia pe ETavepoENTN
(opdda EM/E, n=111). H apxikri opdda nou
ApBave povoBepaneia pe MTX, oTo 20 Xpbévo
eiTe éAafe ouvduaoTikr Bepaneia (opdda M/EM,
n=90) &iTe ouvéxioe TN povoBepaneia (opdda
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M/M, n=99). H anoteAeopaTikéTNTA TOU TEAIKOU
onpeiou nepiAduBave Upeon (Babuoroyia evep-
yoTnTag vooou oe 28 apBpwoeig DAS28<2,6)
Kal akTivoAoyikd nadon TnG NPoddou TNG vOoou
(peTaBoArt oTnv Tpononoinuévn kAipaka Sharp/
van der Heijde pe BaBpo <0,5) oto 20 €10¢.

AMOTEAEZMATA: 210 20 €10¢, n Upeon kaTd
DAS28 eniteixbnke oe 62/108, 54/108, 51/88
ka1 33/94 aoBeveic oTig opddeg EM/EM, EM/E,
M/EM ka1 M/M, avtiotoixw¢ (P<0,01 yia Ti¢
opddec EM/EM kal M/EM évavTtl Tng opddag
M/M). AuTtd To anoTéleopa eniBefaibnke and
pia d1ett NRI avdAuon, énou napatnpriBnke
Upeon og 59/131, 50/134, 48/133 ka1 29/130
OTIG 01EC avTioTOoIXEG OpddEG (P<O,05 yia k&GO pia
and TG opddec EM/EM, EM/E ka1 M/EM évavT
™G opddag M/M). O1 avaloyieg Twv aoBevwv
nou NETUXav akTivohoyikd navon TnG NPoddou
NG véoou (n=360) ntav 89/99, 74/99, 59/79
ka1 56/83 otnv opdda EM/EM (P<0,01 évavri
KdOg piag and TiIc AMeg opddec), EM/E, M/
EM kar M/M, avtiotoixa. Aev napdrtnpriBnkav
véa onpeia aopaleiag ri O1aPopEG HETAEU TwV
opAdwvY 600V apopd coBapég avenbuunTeg
EVEPYEIEG.

LYMMEPAZMA: H npwipyn ekkivhon kai OI-
atipnon Oegpaneiag pe ouvduaopd eravep-
0€nTNG-MTX UnePTEPOUOE PE CUVEMEIA EVAVTI
NG povoBepaneiac pe MTX. H ouvduaoTiki
Oepaneia odriynoe oe onpavtikd KAIVIKA Kal
AKTIVOAOYIKA OQEAN OoTa 2 XPOVIa TNG PEAETNG,
XWPIC oNPavTikG enNinPOoOEeTO KiVOUVO.

Endothelin 1 contributes to the effect of
transforming growth factor 1 on wound
repair and skin fibrosis

Lagares D, Garcia-Fernadez RA, Jimenez CL,
Magan-Marchal N et al.

Arthritis Rheum 2010, 62:878-89

OBJECTIVE: To characterize the pathways
induced by transforming growth factor 31
(TGFB1) thatlead to the expression of endothelin
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1 (ET-1) in human dermal fibroblasts, and to
study the effects of TGF1 and ET-1 on the
acquisition of a profibrotic phenotype and assess
the contribution of the TGFB1/ET-1 axis to skin
wound healing and fibrosis in vivo.

METHODS: The mechanism of induction
of ET-1 expression by TGF1 and its effect
on the expression of a-smooth muscle actin
and type | collagen were studied in human
dermal fibroblasts, in experiments involving the
TGFB1 receptor inhibitor GW788388 and the
ET receptor antagonist bosentan, by real-time
reverse transcription-polymerase chain reaction
(RT-PCR), enzyme-linked immunosorbent assay,
immunofluorescence, Western blotting, and
promoter/reporter transient transfection analyses.
Experiments assessing dermal wound healing in
mice were performed with adenovirus-driven
overexpression of active TGFB1 and ET-1,
with or without treatment with bosentan. The
contributions of TGFBTand ET-1 to the fibrotic
response were also assessed in a mouse model
of bleomycin-induced skin fibrosis, by histologic,
immunohistochemical, RT-PCR, and protein
analyses.

RESULTS: TGFB1 induced ET-1 expression in
human dermal fibroblasts through Smad- and
activator protein 1/JNK-dependent signaling.
The ability of TGFB1 to induce the expression
of profibrotic genes was dependent on ET-
1. Adenovirus-mediated overexpression of
TGFB1 and ET-1 in mouse skin was associated
with accelerated wound closure, increased
fibrogenesis, and excessive scarring. Treatment
with bosentan prevented the effects of TGF@1. In
the bleomycin-induced fibrosis model, treatment
with GW788388 and bosentan prevented the
fibrotic response.

CONCLUSION: Our results strongly support
the notion that the TGFB1/ET-1 axis has a role
in wound repair and skin fibrosis. ET-1 receptor
antagonists, such as bosentan, may represent a
useful therapeutic tool in the treatment of excessive
scarring and fibrosis-related diseases.
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H evdoBnAivn 1 cuvelopépel oTnv enidpaocn
Tou au&nTikoU peTaTpenTikod napdyovra 1
oTnv enoUAwon NAnywv kal oTng ivwon Tou
0éppaTog

JTOXOZX: Na xapakTnpioTtolv Ta povondTia
nou endyovral and To PETATPENTIKO AUENTIKO
napdyovra 1 (TGFB1) nou odnyolv oTnv €k-
ppaon TnG evdobnAivng 1 (ET-1) oe avBpwnivoug
OePPATIKOUG IVOBAAOTEG, va peAeTNOel N enidpaon
Twv TGFRT ka1 ET-T otnv andéktnon npoivwTikou
(aIvoTunou Kai va ekTiynOei n ouveiopopd Tou
G&ova TGFB1/ET-1 otnv enoUAwon nAnywv Tou
O€ppaTOC Kal oTNV fvwon in vivo.

MEOGOAOI: MeAeTiBnkav o pnxaviopog ena-
ywyng ékppaong Tng ET-1 ané tov TGFB1 kal
n enNidpaon Tou oTnv €kPpPacn akTivng a-Aeiwv
MUWV kal koAAayovou Tunou |, oe avbpwnivoug
deppaTIkoUG IVOBAAOTEG, O€ NEIPdPATA NOU NEPI-
AdpBavav Tov avacTohéa Tou unodoxea TGFB1
GW788388 kai Tov avraywvioTr ToU UNodOXEa
TG ET bosentan pe aAuo1dwTn avtidpaon noAu-
MepAoNG avTioTpoPNG HETAPPAPNIE NPAYHATIKOU
xpovou (RT-PCR), evCupikn dokipacia avooonpoo-
pépnong, avooopBopiopd, Western blotting kai
avdAuon promoter/reporter transient transfection.
Ta neipdpata yia Tnv ekTiinon TG enoVAwong
depATIKAG NANYAG o€ novTikia npayuatonoin-
Onkav pe enayopevn and adevoid unepEKPPAoN
TGFB1 kai ET-1, pe i xwpic Oepaneia pe bosentan.
H ouveiopopd Twv TGFR1 kai ET-1 otnv ivwTikn
andvrnon ekTiunOnkav enfong og éva PJovréAo
NOVTIKWV PE enayopevn and pnAeopukivn dgp-
MaTIKA fvwon, Je I0TOAOYIKEG, AVOOOIOTOXNUIKEG,
RT-PCR kai npwTeiVIKEG avaAUoElG.

ATIOTEAEXMATA: O TGFB1 npokdAeoe Ekppa-
on ET-1 og avBpwnivoug deppaTikols IVOBAGoTEG
Méow onpaTtoddTNoNG eEapTwpevng and Smad
kal npwreivng-evepyonointr 1/JNK. H ikavétnTa
Tou TGFB1 va endyel TNV Ekppacn Twv NPoivw-
TIKWV YovIOiwyv nTav e&aptwpevn and tny ET-1.
H peooAafolpevn and adevoid unepekppaon
TGFB1 kar ET-1 010 0€pua NOVTIKWY OUOXETIOTNKE
Me emiTdxuvon TNG enoUAwong Twv NANywy, au-
&Enpévn ivoyéveon kal ektetapévn ouhonoinon. H



Oepaneia pe bosentan eunddioe TNV enidpaon Tou
TGFB1. Z1o enayopevo and pnAeopukivn povréAo
fvwong, n Bepaaneia pe GW788388 kai bosentan
gMNOOIOE TNV IVWTIKA andvrnon.

YYMMEPAXMA: Ta anoteAéopatd pag unooTn-
piCouv 10xupd Tn Bewpia 611 0 G&ovag TGFRT/
ET-1 naicer pého oTnv enolAwon Twv NAnywv
kar otnv ivwon Tou 0€puaTog. O avTaywvIoTEG
ToU unodoxéa Tn¢ ET-1, 6nw¢ 10 bosentan, fowg
anoteAéoouy €va xpnolpo BepaneuTikd epyaleio
oTn Ogpaneia TNG eKTETAPEVNG ouAonoinong kal
Twv aoBevelwv nou oxetiovral pe ivwon.

Comparison of Ustekinumab and Etanercept
for Moderate-to-Severe Psoriasis

Griffiths CEM, Strober BE, van de Kerkhof P, Ho
V, Fidelus-Gort R et al.

N Eng | Med 2010; 362:118-28

BACKGROUND: Biologic agents offer a range
of new therapeutic options for patients with
psoriasis; however, the relative benefit-risk pro-
files of such therapies are not well known. We
compared two biologic agents, ustekinumab (an
interleukin-12 and interleukin-23 blocker) and
etanercept (an inhibitor of tumor necrosis factor
a), for the treatment of psoriasis.

METHODS: We randomly assigned 903 pa-
tients with moderate-to-severe psoriasis to receive
subcutaneous injections of either 45 or 90mg of
ustekinumab (at weeks 0 and 4) or high-dose
etanercept (50 mg twice weekly for 12 weeks).
The primary end point was the proportion of
patients with at least 75% improvement in the
psoriasis area-and-severity index (PASI) at week
12; a secondary end point was the proportion
with cleared or minimal disease on the basis of
the physician’s global assessment. Assessors were
unaware of the treatment assignments. The ef-
ficacy and safety of a crossover from etanercept
to ustekinumab were evaluated after week 12.

RESULTS: There was at least 75% improvement
in the PASI at week 12 in 67.5% of patients who
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received 45mg of ustekinumab and 73.8% of
patients who received 90mg, as compared with
56.8% of those who received etanercept (P=0.01
and P<0.001, respectively). Similarly, 65.1% of
patients who received 45mg of ustekinumab and
70.6% of patients who received 90mg of usteki-
numab had cleared or minimal disease according
to the physician’s global assessment, as compared
with 49.0% of those who received etanercept
(P<0.001 for both comparisons). Among patients
who did not have a response to etanercept, 48.9%
had at least 75% improvement in the PASI within
12 weeks after crossover to ustekinumab. One
or more adverse events occurred through week
12 in 66.0% of patients who received 45mg of
ustekinumab and 69.2% of patients who received
90mg of ustekinumab and in 70.0% who received
etanercept; 1.9%, 1.2%, and 1.2%, respectively,
had serious adverse events. Safety patterns were
similar before and after crossover from etanercept
to ustekinumab.

CONCLUSION: The efficacy of ustekinumab
at a dose of 45 or 90mg was superior to that of
high-dose etanercept over a 12-week period in
patients with psoriasis.

YUyKpPION OUCTEKIVOUHAUMNNG KAl ETAVEPOE-
nTnG oTn pépia £éwg cofapn Ppwpiaon
IXTOPIKO: O1 Biohoyikol napdyovTeg npoogpe-
POUV IO OEIPd VEWV BEPANEUTIKWV ENIAOYWV yIa
000eveiq pe Pwpiaon, woTéo0o TO NPOPIA OXETIKOU
opEéAoUG-KIVOUVoU TEToIwY Ogpaneiwy Oev ival
YVwOoTO. Zuykpivape duo BioAoyikous napdyovTeg,
TNV OUCTEKIVOUAMMN (€évav avaoTOAED IVTEPAEUKI-
vng 12 kar IvtepAeukivng 23) kal TNV €TaVEPOENTN
(évav avaoToAéa Tou Napdyovra VEKPWOoNg Twv
Oykwv a), yia Tn Ogpaneia TnG Ywpiaonc.
MEOGOAOI: EmiAéxBnkav Tuxaia 903 aoBeveic
ME PETPIO €wGs oofapn Ywpiaon va AdPouv eiTe
unodoOPIEG evEOEIG 45 1 90mMg ouoTEKIVOUPANNNG
(oTIG eBOopAdeg O kal 4), eite uPnAng ddong
etavepoéntn (50mg dUo Ppopég TNV gfdopdda
yia 12 €BOopddEC). To NPWTO KATAANKTIKO oNpEio
ATav n avaloyia Twv acBeviv pe TOUAGXIOTOV
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75% BeAtiwon oTov deikTN NEPIOXNG Ywpiaong
ka1 ooBapdrntac (PASI) otn 12n eBdopudda. ‘Eva
OeUTEPO KATAANKTIKG onpeio ATav n avaloyia pe
Oepaneupévn i eAdxiotn véoo pe Bdon Tn opai-
PIKA 1aTPIKA eKTIMNON. O1 eKTINNTEG O yVWPI(aV
TIG avTioToIX{eG TNG Bgpaneiag avd acBevi. H ano-
TEAEOMATIKOTNTA KAl N AOPAAEIQ TOU ENIXIAOPOU
and TNV €TAVEPCENTN OTNV OUCTEKIVOUUAUMN
eKTIUNONKAV PETA TN 12n gBdopdda.
AMOTEAEZMATA: MapatnpriBnke TouAdxioTov
75% BeAtiwon otov PASI oTn 12n €Bdopdda oto
67,5% Twv aoBevwyv nou éhaBav 45mg ouore-
KIvoupdunng kar oto 73,8% Twv aoBevwyv nou
€hapav 90mg, oe oUykpion pe 10 56,8% autwv
nou éAaBav eravepoéntn (P=0,01 and P<0,001,
avrioToixa). Napopoiwg, 10 65,1% Twv a0Oevwv
nou éAafav 45mg ouoTekivoupduNNgG Kal To
70,6% Twv aobevwyv nou éhaBav 90mg napou-
ofalav Bepangupévn i EAdxIoTn vOoo cUppwva
ME TN o@alpikn 1aTPIKA eKTiuNon, o€ olykpion
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ME TOo 49,0% autwv nou éAaBav etavepoéntn
(P<0,001 kar yia Ti¢ duo ouykpioelg). Avdpeoa
oToUG a00eveic nou dgv Napouciaocav andvrnon
oTnv eTavepoenTn, 1o 48,9% eixav TouAdxioTov
75% BeAtiwon oTtov PASI péoa og 12 fOouddeg
META and aMayn Oepaneiag og ouoTekivoupdunn.
Mia i NEPICOOTEPEC AVEMOUPNTEG EVEPYEIEC EPJPO-
viotnkav katd tn 12n eBdopdda o1o 66,0% Twv
aoBevwyv nou éhafav 45mg ouoTekivoupdunng
kal 010 69,2% Twv aoBevwv nou €Aafav 90mg
kar oto 70% autwyv nou éAaBav etavepoentn. To
1,9%, 1,2% xai 1,2%, avrioToixa, napouciaoav
ONMPAVTIKEG avemBUPNTEC evépyelec. Ta npdTuna
aopaleiag ATav napdpola NpIv kal JeTA TNV aA-
Aayri ané eTavepoEnTn O OUOTEKIVOUUAMN.

YYMMEPALZMA: H anoteAeopatikdTnTa TnG
ouoTekivoupdpnng o 06on 45 1 90mg nrav
avwTePN and auTh TNG ETAVEPOENTNG O UPNAN
06on yia xprion 12 eBOouddwyv og aoBeveiq pe
Ywpiaon.



