EAAHNIKH PEYMATOAOI[IA

2009-2010,20-21(4-1):39-48

Evoiapépovra ApBpa BiAioypagpiag

The relationship between synovial
lymphocyte aggregates and the clinical
response to infliximab in rheumatoid
arthritis: A prospective study

Klaasen R, Thurlings RM, Wijbrandts CA, Van
Kuijk AW, Baeten D, Gerlag DM, Tak PP.
Arthritis Rheum 2009, 60:3217-24.

OBJECTIVE: Some patients with rheumatoid
arthritis (RA) exhibit lymphocyte aggregates in
the synovium. This study was undertaken to
address whether the presence of lymphocyte
aggregates before treatment could serve as a
biomarker for the clinical response to tumor
necrosis factor (TNF) blockade, and to confirm
whether the aggregation of synovial lymphocytes
is reversible after anti-TNF treatment.

METHODS: Synovial tissue biopsy samples
were obtained from 97 patients with active RA
before the initiation of infliximab treatment.
Lymphocyte aggregates in the synovial tissue
were counted and also graded for size. Logistic
regression analysis was performed to identify
whether the presence of lymphocyte aggregates
could be a predictor of the clinical response at
week 16. Furthermore, the effects of TNF block-
ade on lymphocyte aggregates were compared
between patients with RA and patients with
psoriatic arthritis (PsA).

RESULTS: Fifty-seven percent of RA synovial
tissue samples contained lymphocyte aggregates,
and 32% of the patients had large aggregates.
Aggregates were found in 67% of clinical re-
sponders compared with 38% of nonresponders.

The presence of aggregates at baseline was a
highly significant predictor of the clinical response
to anti-TNF treatment (R2 = 0.10, P = 0.008).
Positivity for lymphocyte aggregates increased
the power to predict the clinical response (R2 =
0.29), when analyzed in a prediction model that
included baseline disease activity evaluated by
the Disease Activity Score in 28 joints, anti-cyclic
citrullinated peptide antibody positivity, and
synovial TNFa expression. There was a reduc-
tion in lymphocyte aggregates after anti-TNF
antibody therapy in both RA and PsA.

CONCLUSION: RA patients with synovial lym-
phocyte aggregates have, on average, a better
response to infliximab treatment than those with
only diffuse leukocyte infiltration. Moreover, the
aggregation of synovial lymphocytes is reversible
after anti-TNF antibody treatment.

H oxéon pera&l Twv afpolopdTwy AeppokuT-
Tapwv Tou apBpikoU upéva kal TNG KAIVIKAG
andvrnong oto infliximab oTn peuparo&idn
apBpimida: pia npoonTikA HEAETN

2KOMOZXZ: Mepikol aoBeveic pe peupaToeidn
apOpimida (PA) napouoidlouv abpoiopata
Aep@okuTTdpwy otov apOpikd upéva. AuTh n
MEAETN eixe wG okond va eAéy&el av n napouocia
TwV ABPOICPATWY AEPPOKUTTAPWY MpIv and T
Oepaneio Oa pnopouoe va xpnoipgeloel oav
BroAoyikdg OeikTNG KAIVIKIAG andvTnong oTov
avaoToAéa napdyovra VEKpwong Oykwv (avTi-
TNF) ka1 va emBefaiwoel av n ddpoion Twv
apOpIkWV AepPokuTTApwY eival avaoTpEPiun
METd Tn Oepaneia pe avTi-TNF.
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MEO©OAQZ: Asiyparta Biogiagand tov apOpikd
upéva eAMigpOnoav and 97 aobeveic pe evepyod
PA npiv Tnv évapén Tng Oepaneiac pe infliximab.
O1 opAdEG TV AePPOKUTTAPWY PETPHONKAV Kal
oTadlonoIndnkav wg nPog 1o péyebog. Avadpopikn
AoyioTik avdAuon €yive yia va avixveloel av
N napouocia Twv opddwv AeppokuTTdpwy Ba
pnopoUoe va eival napdyovrag npoBAePng
NG KAIVIKAG andvTnong Tn 16n eBdopdda.
Emnpdéobeta, Ta anoteAdéopata dpdong Tou avTl-
TNF napdyovta oTi¢ opddeG AegPOKUTTApwV
ouykpiOnkav avdpeoa og aoOevei¢ e PA kal o€
ao0evei¢ pe Ywplaoikn apbpimda (WA).

ATTOTEAEZMATA: 57% Twv delypdTwy apbpikou
upéva aolevwv pe PA nepieixav abpoiopata
Aep@OKUTTApWY Kal 32% Twv aobevwy eixav
peydAa abpoiopata. Abpoiopara Bpédnkav oTo
67% Twv aocBevwv nou avranokpiBnkav kai oTo
38% Twv aoBevwyv nou dev avranokpiOnkav. H
napouoia AeppokuTTdpwy frav évag a&iéAoyog
napdyovrac npéPAePng TnG kKAIVIKIG andvrnong
oTn Ogpaneia pe avri-TNF (R2=0.10, P=0.008).
To OeTiké delypa yia aBpoiopaTa AepPOKUTTAPWY
au&noe TN duvatéTNTa TNG NPOPRAEYNG TNG KAIVIKAG
andvrnoncg (R2 =0.29), 6Tav avaAibnke o€ éva
pMovTélo npoBAeyng nou AduPave undéyn tn
dpaotnpidéTnTa TNG vooou, nou adloloynOnke
andé Tn Babuoloyia evepydTnTag vooou oe 28
apbpwoelg, Tn OeTikA napouacia avTiowudTwy
yia 1o ACP kai Tnv €kppaon tou TNFa otov
apBpikd upéva. Ynipée peiwon Twv abpolopdtwy
AeppokuTTdpwy perd Tn Bepaneia pe avri-TNF
Kal OTN PEUMATOEION 000 KAl oTNV YwpIaoIkn
apOpimida.

LYMMEPAYXMA: O1 aoBeveic pe peupaToeidn
apOpiTida pe abpoiopaTta apbpikwv
AEPPOKUTTAPWY €XOUV KATAG JEOOV 6O KAAUTEPN
avranékpion otn Bepaneia pe infliximab oe oxéon
ME auToUG pE OIdxuTn dINBNoN AEUKOKUTTApWV.
EninAéov, n ouvdBpoion Aeppokuttdpwy eival
avaoTpEPIun Petd Tn Bepaneia pe avri-TNF
avTiowpa.
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Cancer risk in patients with rheumatoid
arthritis treated with anti-tumor necrosis
factor a therapies: Does the risk change with
the time since start of treatment?

Askling ], Van Vollenhoven RF, Granath F, Raaschou
P, Fored CM, Baecklund E, et al.
Arthritis Rehum 2009; 60:3180-89.

OBJECTIVE: To determine the short-term and
medium-term risks of cancer in patients receiving
anti-tumor necrosis factor a (anti-TNFa) therapies
that have proven effective in the treatment of chronic
inflammatory conditions.

METHODS: By linking together data from the
Swedish Biologics Register, Swedish registers of RA,
and the Swedish Cancer Register, we identified and
analyzed for cancer occurrence a national cohort of
6,366 patients with RA who first started anti-TNF
therapy between January 1999 and July 2006. As
comparators, we used a national biologics-naive
RA cohort (n = 61,160), a cohort of RA patients
newly starting methotrexate (n =5,989), a cohort
of RA patients newly starting disease-modifying
antirheumatic drug combination therapy (n=1,838),
and the general population of Sweden. Relative risks
(RRs) were estimated using Cox regression analyses,
examining overall RR as well as RR by time since
the first start of anti-TNF therapy, by the duration
of active anti-TNF therapy, and by the anti-TNF
agent received.

RESULTS: During 25,693 person-years of follow-
up in 6,366 patients newly starting anti-TNF, 240
first cancers occurred, yielding an RR of 1.00 (95%
confidence interval 0.86-1.15) versus the biolog-
ics-naive RA cohort, and similar RRs versus the
other 2 RA comparators. RRs did not increase with
increasing time since the start of anti-TNF therapy,
nor with the cumulative duration of active anti-TNF
therapy. During the first year following the first
treatment start, but not thereafter, dissimilar cancer
risks for adalimumab, etanercept, and infliximab
were observed.

CONCLUSION: During the first 6 years after the
start of anti-TNF therapy in routine care, no overall



elevation of cancer risk and no increase with follow-
up time were observed.

O kivduvog avanTuéng kapkivou og acBeveig
HE peupaTosldn apOpiTId®a nou avripeTwni-
Covtal pe Bepaneieg pe avri-TNFa: AANGCer

o kivduvog avdhoya pe 1o xpévo and Tnv
évap&n Tng Bepaneiag;

ZKOMMOZL: Na kabopioTtouv ol Bpaxunpobeopol
kal peoonpdBeopol kivouvol eppdviong kapkivou
o€ aobeveic nou AapBdvouv avti-TNFa Bgpaneia
nou éxel anodeixtel anoteAeopaTiki otn Ogpaneia
TWV XPOVIWY PAEYHOVWOWY KATAOTAOEWV.

MEOOAOQOY: Evwyvovrag padi otoixeia and
ooundikd kévtpa kataypaeric (Swedish Biologics
Register, Swedish registers of RA, Swedish Cancer
Register), avixvedoape kar avahloape yia Tn
ouxvoTnTa TOU Kapkivou pia d1ebvi oudda 6.366
aoBevv pe PA nou dpxioav Tn Bepaneia pe avri-
TNF yia npwTtn ¢opd peta&y lavouapiou 1999
kal louAiou 2006. Ma oUykpion, xpnaolponolnoape
Mia 01eBvi opdda ehéyxou pe PA (n = 61.160),
MIa opdda aoBeviv pe peupatoeldn apbpimida
nou &exivnoav véa Oepaneia pe DMARDs (n =
1838) kai 1o yevikd nAnBuopd Tng Xoundiag. Ol
oxeTikof kivouvor (2K) ekTiuriOnkayv xpnoiyonoiwvrag
avadpopikn avdAuon Cox, e&eTddovTag To oUvolo
Twv ZK ka1 Toug 2K pe Bdon Tn oTiypni TnG npwtng
évapéng avti-TNF Bepaneiag, Tn didpkeia Tng
evepyoU avtl-TNF Oepaneiag kal Tov napdyovra
avTl-TNF nou xopnyronke.

AMOTEAEXMATA: Me didpkeia 25.693 dropa/€mn
napakoholbnong 6.366 aoBevwyv nou Eekivnoav
véa Oepaneia pe avti-TNF, npoékugpav 240
VEODIAYVWOOEVTEG KAPKIVOI, PJE OXETIKO KIVOUVO
1,00 (95% nepiBwpio BePaidtntag 0,86-1,15),
o€ oxéon Pe TNV opdda eAéyxou pe PA, kal pe
NapOPOoIoUG OXETIKOUG KIVOUVOUG, OE OXEON HE
TIG AMEeG dU0 opddes olykpiong pe PA. O1 2K dOev
au§nbnkav au&dvovragTo didotnpa and Ty évapén
NG Bepaneiag pe avri-TNF oUTe pe TN GUVOAIKA
didpkela TN evepyou Bepaneiag pe avt-TNF. Katd
Tn di1dpkela Tou Tou €Touq Bepansiag, aAAd Oxi
apyoTePa, dIAPOPETIKOI KiVOUVOI yIa eupavion
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kapkivou naparnprdnkayv yia To adalimumab, 1o
etanercept kai To infliximab.

YYMIMEPAZMA: Katd mn didpkeia Twv NPwTwy
6 eTwv and Tnv évapén Tng Bepaneiag pe avri-TNF
napdyovra, 0ev napatpeitar adénon Tou kivoUvou
yla gp@dvion kapkivou oUTe ouvoAikd oUTe Kal
avdAoya pe To xpdvo napakoAoubnong.

Long-term outcome of systemic sclerosis-
associated pulmonary arterial hypertension
treated with bosentan as first-line
monotherapy followed or not by the
addition of prostanoids or sildenafil.

Le Pavec |, Savale L, Tchérakian C, Yaici A, Achouh
L, Parent F, et al.
Rheumatology 2009. Epud ahead of print.

OBJECTIVE: We aimed to describe the long-
term outcome of systemic sclerosis-associated
pulmonary arterial hypertension (SSc-PAH) treated
with first-line monotherapy bosentan, a dual ET
receptor antagonist, followed or not by the addi-
tion of prostanoids or sildenafil.

METHODS: A prospective analysis of 49 consecu-
tive SSc-PAH patients treated with first-line bosentan
was performed. New York Heart Association (NYHA)
functional class, 6-min walk distance (6MWD) and
haemodynamics were assessed at baseline and after
4 and 12 months.

RESULTS: At 4 months, significantimprovements
in NYHA functional class and haemodynamics were
observed with stabilization at 1 year. There was no
significantimprovement in 6MWD. Overall survival
estimates were 80, 56 and 51% at 1, 2 and 3 years,
respectively, and were significantly worse than
those in a cohort of patients with idiopathic PAH
(92, 89 and 79% at 1, 2 and 3 years, respectively;
P<0.0001). Twenty-three patients (47%) died aftera
mean follow-up of 23 (18) months. In multivariate
analysis, baseline and 4-month NYHA functional
class and 4-month cardiac index were independent
factors associated with overall survival.

CONCLUSIONS: In our cohort of consecutive
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SSc-PAH patients treated with first-line bosentan,
improvement in NYHA functional class and haemo-
dynamics was significant after 4 months of treat-
ment and stabilized afterwards. One-year overall
survival rate was higher than previously reported
in historical series. However, long-term prognosis
remains poor. Our study underlines the importance
of haemodynamic evaluation 4 months after the
start of treatment to provide strong parameters
associated with survival-like cardiac index.

MakponpdéBeopa anoteAéopara Tng Oepanei-
ag TNG NVEUPOVIKAG apTNPIAKAG UNEPTAcng
nou oxeTi(eTal pe cuoTNPATIKA OkANpodEpUia
M€ pnocevidvn w¢ NPWTNG YPAUUAG HovoDe-
paneia, nou akoAouBeiTal i 6x1 ané Tnv npo-
o0rikn npooTavoeldwv N oIAdevapiing

YKOMOZX: X1oxevoape va neplypdPYoupe 1O
MakponpdOeopo anoTéAeOPa TNG MVEUPOVIKAG
aPTNPIAKAGUNEPTAONG MOU OXETICETAI |IE CUOTNHATIKN
okhnpodeppia (XZ-MAY) nou avripyeTwniderar pe
XOPHyNonN NPwTnG Ypapung povobepaneiag e
MMOoEVTAVN, éva OINAG avIaywvIoTH UNOOOXEWY
evooOnAivng, nou akohouBeital i éx1 and Tnv
nNPoodrkn NPOoTavoeIdWY N o1AdevapiAnG.

MEOOAOX: AievepyriBnke pia NpoonTIKr €pguva
pe 49 aoBevei¢ pe ZX-MAY nou Bepanedovrar pe
pnooevrdvn. A&lohoyribnkav n Asitoupyikni TGén
kaTd New York Heart Association, n anéctacn nou
dlavueTal og NePINATO 6 AENTWY KAl AIHOOUVAMIKES
NApdPETPOI, o€ XPOVO PNV kal PeTd and 4 kal
12 privec.

AMOTEAEXMATA: X10Uu¢ 4 priveg, napatprionkav
agloonpeiwTeg BeATioelg TNG AeiroupyIkig TAENG
NYHA kal Twv aigoduvapikwy NapapeTpwy, JEe
otabBeponoinon otov 1 xpdvo. Aev unnpxe kapia
BeAtiwon otnv andéotaon nepindtou 6 Aentwv. H
eniBiwon oto olvoAo ekTiunBnke 80, 56 kal 51%
ota 1, 2 ka1 3 xpovia avTtioToixa kal NTav NoAd
XelPOTEPN aNd ekelvn TNG OPAdAC aoBevwv pE
1d10nadn nveupovikn aptnplakn unépraon (92,
89 ka1 79% ota 1,2 kar 3 xpdvia avrioToixa, P <
0,0001). 23 aoBeveic (47%) aneBiwoav perd and
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Ye avdAluon noAwv petaBAnTwy, n AsiIToupyikn
TdEN NYHA o€ xpOvo pundEv kal 0TouG 4 PNVEG,
KaBw¢ kal To kKAdopa e&wbnong oToug 4 PNAVES
ATav ave&dpTnTol NaPAyovTeG MOU OXETICOVTal PE
Tn ouvoAikn enifiwon.

ZYMMEPAZMA: ZTnv opdda Twy ao0eviy pe Z2-
MAY nou AapBdvouv w¢ npwrng ypapunig Bepaneia
pnooevidvn, n BeAtiwon otn Aeiroupyikn Taén kaTd
NYHA kai oTI¢ aidoduVapIKEG NAPAPETPOUG HTav
a§loonpeiwtn PeTd Touc 4 priveg Bepaneiag kal
orabeponomdnke apydrepa. To nooooTd enifiwong
Tov To xpovo ntav uPnAdtepo and dAAa nou
avagpépovtav naaidtepa otn BiBAioypapia. Map’
O0Aa autd, n pakponpdéBeopn eniBiwon napapével
nTwxn. H peAéTn pag unoypappicel Tn onpacio TG
QIMOOUVAMIKAG EKTIMNONG 4 PAVEG PETA TNV Evapén
TnG Bepaneiag, NPokeIpévou va NapPAxovTal IOXUPEG
NAapdpeTPOI Nou va oxeTidovral pe Tnv enifiwon,
onwg 10 KAdopa eéwbnong.

Observational Study of Treatment Outcome
in Early Diffuse Cutaneous Systemic Sclerosis

Herrick AL, Lund M, Whidby N, Ennis H, Silman
A, Machugh N, Denton CP.
| Rheumatol 2009 Dec.

OBJECTIVE: Randomized clinical trials in early
diffuse cutaneous systemic sclerosis (dcSSc) are
challenging. We used an observational approach
to estimate the relative effectiveness of different
current treatment approaches, capturing entry and
outcome data in a standardized way.

METHODS: Patients with dcSSc within 3 years
of the onset of skin thickening were included.
Standardized entry and followup data were
collected in relation to the first disease-modifying
treatment at baseline and 4-6 weeks, then 3, 6,
12, 18, 24, 30, and 36 months. The 5 different
protocols were (1) intravenous cyclophosphamide
followed by mycophenolate mofetil (MMF); (2)
anti-thymocyte globulin followed by MMF; (3)
MMF alone; (4) no disease-modifying treatment; (5)



other immunosuppressant treatment. The primary
outcome measure was the modified Rodnan skin
score (MRSS). Inverse probability of treatment
weights were used to allow for differing patient
characteristics between groups.

RESULTS: The study included 147 patients from 12
centers. Numbers of patients starting on Protocols 1
to 5 were 29, 25,61, 19, and 13, respectively. mRSS
decreased over time from 24 (1Q 19-32) at baseline
to 15.5 (1Q 9-24.5) at 3 years. Although there
were differences in the magnitude of the change
for different protocols, there were no significant
differences between protocols in the rate of change
of mRSS over time (p =0.43). When inverse prob-
ability weights were applied, the results remained
non-significant (p =0.41).

CONCLUSION: Using this observational approach,
there were no obvious differences in outcome be-
tween groups after allowing as far as possible for
baseline differences in treatment allocations.

MeAéTn napatipnong Tou opéloug TnG Bepa-
neiag oTi¢ NPWIHPEG OEPHATIKEG OINOACEI
ouUoTNPATIKAG okANpodeppiag

YKOMOZ: TuxalonoinUEVEG KAIVIKEG MEAETEG €yI-
vav o€ NPWIPEG OEPUATIKEG OINBroeIC XX (AALY).
XpNolPgonoInoape Pia NPOooEyyion Napatnpnong
MPOKEINEVOU VA EKTIUNOOUE TN OXETIKN ANOTEAEOHO-
TIKOTNTA TWV OIAPOPETIKWV TPEXOUOWY BEPANEIWY,
AapBdvovrag oToixeia pe nPAGTUNO TPONO.

MEO©OAOX: ZupnepiAipOnkav aoBeveiG pe AALL
Me évapén Tng ndxuvong Tou dO€ppaTog péoa ot 3
xpovia. [TpdTuna oToixeia el0aywyng Twv aotevwy
ka1 napakoAoUBNomn¢ Toug ouveAéynoav o€ oxéon
pe To npwrto DMARD nou d60nke, 0 xpOvo undév
Kal oTIG 4-6 BOONAdEC, peTd oTouG 3, 6, 12, 18, 24,
30, kar 36 pnvec. Ta 5 dlapopeTikd NPwTOKOMa
nrav: 1) evOoPAEPRIa KUKAOPWOoPapidn akoAou-
Boupevn andé mycophenolate mofetil (MMF) 2)
avTiBupokuTTapIkn avoooo®alpivn akoAouBoupevn
ané MMF 3) MMF w¢ povoBepaneia 4) kabdhou
DMARD 5) Oepaneia pe GAMo avoooKaTAOTAATIKO
pdppako. H kdpla p€rpnon nNou NPoEKUYPE we
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anotéAeopa eivar n Tpononoinuévn Badpoloyia
Rodnan. H avriotpopn nibavornta Twv peyebwv
Oepaneiag xpnoiponoironke yia va d1apoponoinoEl
XAPAKTNPIOTIKA aoBevwy avdpeoa og OPAdE.

AMNOTEAEZMATA: H peAétn oupnepiddpBave 147
ao0eveic and 12 kévrpa. O apiBpd¢ Twv aoBevwv
nou &ekivnoav Ta npwTtékoMa 1 we 5 itav 29, 25,
61, 19 kar 13 avrioToixa. H BaBpoioyia Rodnan
MelBnke and 24 (1Q 19-32) Tn oiypn TNG Evapéng
oe 15,5 (1Q 9-24,5) ota 3 xpoévia. MNapdéio nou
unrpxav dIagopEG oTo peyebog TnG aMayngyia Ta
OIaPOPETIKA NPWTOKOAG, deV UNNPXAV ONPAVTIKEG
OIaPOPEG AvAPEDT OTA NPWTOKOAMA 0TO NOCOOTH
™nG aMayrig Tng BaBporoyiag Rodnan (p = 0,43).
‘Otav (nmribnke avrioTpo@n MBavoTnTa Peyebwy,
Ta anoteAéopara rtav adidpopa (p =0,41).

LYMIEPAXMA: XpNnoIponoiwvrag my rnpooéyyion
NG NOPATAPNONG, OEV UMNPXAV NMPOPAVEIG DIAPOPES
oTa oupngpdopaTa PeTaél Twv opddwy, ENTPENO-
vrag B€Raia Tig d1apopég T oTiyun TNG évapéng Tng
MEAETNG OoTNV KaTavoun TG Bepaneiag.

Rapamycin versus methotrexate in early
diffuse systemic sclerosis: Results from a
randomized, single-blind pilot study

Su TI, Khanna D, Furst DE, Danovitch G, Burger
C, Maranian P, Clements PJ.
Arthritis Rheum 2009, 60:3821-30.

OBJECTIVE: To assess the safety and efficacy of
rapamycin in the treatment of diffuse systemic
sclerosis (SSc: scleroderma).

METHODS: Eighteen patients with diffuse
SSc of </=5 years duration were randomized to
receive rapamycin or methotrexate (MTX) in a
single-blind, 48-week study. Abnormalities in
clinical and laboratory parameters were compared
between the 2 treatment groups. The potential
efficacy of the study drugs was evaluated by
comparing results of the baseline and 48-week
assessments, including the modified Rodnan skin
thickness score (MRSS) and the Health Assessment
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Questionnaire disability index.

RESULTS: The baseline characteristics of the pa-
tients were similar in both groups (n=9 in each).
One patient in the rapamycin group who never
received the study drug was excluded from the
analysis. Three patients in each group withdrew
from the study; 2 of the withdrawals were treatment-
related (severe hypertriglyceridemia associated with
rapamycin, and pancytopenia associated with
MTX), and 4 were SSc-related. Hypertriglyceridemia
was the most notable side effect associated with
rapamycin, but it was generally well tolerated
and treatable. The incidence and severity of
other adverse drug reactions were comparable
between the 2 groups. Within each group, the
MRSS improved significantly from baseline. In the
rapamycin group, the patient’s global assessment
showed a significantimprovement from baseline,
while forced vital capacity values declined from
baseline. The disease activity scores at 48 weeks
and the changes in these scores from baseline were
not significantly different between the 2 groups.

CONCLUSION: Rapamycin has a reasonable safety
profile in a select group of patients with scleroderma.
Larger trials are needed to assess the efficacy of
rapamycin in patients with early diffuse SSc.

H panapukivn o€ avridiactoAn pe Tn pedo-
TPe&ATN oTnV Npwipn d1INBNoN oTn cuoTnpa-
TIKA okAnpodeppia: anoteAéoparta and pia
Tuxalonoinpévn, HOVA-TUPAR MIAOTIKA PEAETN

YKOMOZL: Na e&akpifwOel n aopdAeia kal n a-
NOTEAEOPATIKOTNTA TNG PANApUKIvVNG oTn Bepaneia
TG dINBnong ano 2.

MEG©OAOQOZ: 18 aoBeveiq pe diribnon XX didpkel-
ag < 5 xpévia Tuxalonombnkav wote va AdBouv
panapukivn 1 peBoTpe&dTn o€ pia povh TUPAR
MEAETN 48 eBOopddwy. AlaTapaxég o€ KAIVIKEG Kal
EPYAOTNPIAKEG NAPAPETPOUC OUYKPIBNKaV peTa-
&U Twv 2 BepaneuTikV opGOwy. H evdexdpevn
ANOTEAEOHATIKOTNTA TWV PAPHAKWY TNG MEAETNG
eKTINNONKE ouykpivovTag anoteAéopara Tn oTiyun
NG évapéng kai oTi¢ 48 eBdopddeg, nepidapPdvo-
vrag Tn Babuoloyia ndxoug Rodnan kai 1o kAdopa
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avIKavéTNTAG TOU EpWTNHATOAOYIOU EKTIMINONG TNG
uyeiag (Health Assessment Questionnaire disability
index).

ATMOTEAEEMATA: Ta xapakTtnploTikd Twv ao0e-
VWV TN oTIyun évapéng Tng eAéTNG riTav napopola
Kal oTIG U0 opddes (n = 9 oe kabepia). ‘Evag
0a00gvin¢ oTnv opdda TNG PANAPUKIVNG, NMou dgv
nnipe noté 1o pdppako e€aipébnke and Tnv ava-
Auon. 3 aoBeveic og kGOe opdda anooUpOnkav
and Tn peAETN. 2 and autoug Adyw Tng Bepaneiag
(YneptpiyAukepidaiuia Adyw TnG panapukivng kai
navkuttaponevia Adyw TnG pebotpe&dtne) kal 4
Aoyw TnG véoou. H uneptpiyhukepidaipia ritav n
Mo onpavTikA aveniOUunTn eVEPYEIQ MOU OXETICETAl
ME TN panapukivn, aMd o€ YEVIKEG YPaPPEG ATaV
KaAd avektr. H ouxvdéTnTa eppdviong kal n oofo-
POTNTA TWV OUOHEVWIV AVTIOPAOEWY OTA PAPUAKA
ATAV OUYKPIOIPEG OTIG OUO OUADEC. X KGOE OuGOQ,
n BabuoAoyia Rodnan BeATidnke onpavTikd o€
oxéon pe TNV évapén TG peAETNG. TNV opdda TnG
panapukivng, n yevikn ekTiynon Tou aoBevoug
BeATiwONKe onpavTikd oe oxéon pe TNV évapén
NG HEAETNG, evd N (wTikA IKAvOTNTA PeEIWONKE
and tnv évapén Tng peAétne. Or BaBuoloyieg Tng
evepyoTNTAC TNG VOoOU OTIC 48 £BdOPAdEC KAl Ol
aMayeg og auTéG TIC BaBpoloyieg and Tnv évapén
NG vOooU Ogv NTAV ONPAVTIKG OIAPOPETIKEG AVA-
Meoa OTIC 2 OpGOEG.

YYMMEPAZMA: H panapukivn €xer éva onpavri-
kO NPoPiA aoPAAEIaG oe HEPOVWUEVEG OPGDEG PE
okAnpodeppia. MeyahUtepeg peleTec xpeidlovTal
Y10 va ekTIACOUV TNV anoTeAeopaTikGTNTA TNG Pa-
napukivng og aoBeveiq pe npwipn dimMbnon 2.

Genotype at the sIL-6R A358C polymorphism
does not influence response to anti-TNF
therapy in patients with rheumatoid arthritis

Hassan B, Maxwell R, Hyrich KL et al.
Rheumatology 2010; 49:43-7.

OBJECTIVE: To investigate the association be-
tween genotype at the soluble interleukin 6 re-
ceptor (sIL-6R) A358C single nucleotide polymor-



phism (SNP, rs8192284), previously reported to
correlate with soluble receptor levels, and response
to anti-TNF therapy in subjects with RA.

METHODS: In a large cohort of Caucasian RA
patients treated with anti-TNF medications (to-
tal, n = 1050; etanercept, n = 455; infliximab, n =
450; and adalimumab, n=142), the sIL-6R A358C
polymorphism was genotyped using a Tagman
5’-allelic discrimination assay. Linear regression
analysis adjusted for baseline 28 joint disease activity
score (DAS28), baseline HAQ score, gender and
use of concurrent DMARDSs was used to assess the
association of genotype at this polymorphism with
response to anti-TNF therapy, defined by change in
DAS28 after 6 months of treatment. Analyses were
performed in the entire cohort, and also stratified
by an anti-TNF agent. Additional analysis according
to the EULAR response criteria was also performed,
with the chi-squared test used to compare geno-
type groups.

RESULTS: No association between genotype at
sIL-6R A358C and response to anti-TNF treatment
was detected either in the cohort as a whole or after
stratification by anti-TNF agent, in either the linear
regression analysis or with response segregated
according to EULAR criteria.

CONCLUSION: This study shows that genotype
atthe functional sIL-6R A358C SNP is not associated
with response to anti-TNF treatment in patients
with RA.

O yovétunog otov sIL-6R A358C noAupoppi-
op6 dev ennpedder Tnv andvrnon otn Bgpa-
neia pe avri-TNF o€ acBeveic pe peuparoeidn
apBpinda

YKOMOZ: Na digpeuvndei n oxéon peta&u yo-
vOTUNOU OTOV MOAUPOPPIOHO EVOG VOUKAEOTIOIOU
TOU dl0AUTOU UNodOXED IVTEPAEUKivVNG 6, Nou ava-
PEPONKe Nw¢ oxetiCeTal pe Ta enfneda Tou dIaAUTOU
unodoxéa kal TNV andvrnon otn Bepaneia pe avri-
TNF aoBevwv pe PA.

MEOOAOZ: e pia peydAn opdda Kaukdoiwv
aoBevwv pe PA nou Bepanevovtar pe avt-TNF (n
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= 1050, etanercept n = 455, infliximab n = 450,
adalimumab n =142), o napandvw NOAUPOPPIoHEG
yovotunonolnonke pe enihoyn akpifeiag Tagman.
H avadpopikni JEAETN Nou NPOCAPPOOTNKE PE TN
Babuoloyia evepydTnTag vooou 28 apbpwoewy
(DAS28), n HAQ BaBpoloyia Tn oTiypn TnG évapéng,
TO €i00¢ kal N xprion Twy avraywvioTikwy DMARDs
xpnolponomodnkayv yia va eKTipnoouV T 0X€on TOu
yovOTUMOU O€ auTOV TOV NMOAUPOPPIOPS PE TNV
andvrnon otn Oepaneia pe avri-TNF, kaBopiddueva
and tnv aAhayn otn BaBpoloyia DAS28 perd and
6 pnveg Bepaneiag. Avahloelg dievepyribnkav oe
6Ao To oUvoAo TG opddag, Kal enfong xwpioTnkav
pe Bdon évav avtl-TNF napdyovra. EninpdoBern
avdAuon olppwva Pe Ta KpITAPIa andvrnong
Tou EULAR é€yive pe To X2 TeOT, Y10 va ouykpifouv
OMAOdEG yovoTUnwy.

AMNOTEAEXMATA: Aev napatnpribnke kapia oxe-
on av@peoa oTo yovATuno autd kal TNy andvrnon
otn Bepaneia pe avt-TNF, oute otnv opdda oTo
0UVOAOS TnG oUTE pe Bdon To xwpIopPd TNG opddag
avdAoya pe Tov napdyovra avt-TNF nou d60nke,
1600 oTnV avadpopiki avdhuon 600 ka1 oTnv
andvrnon pe Bdon Ta kpimpia Tou EULAR.

YYMMEPAXMA: Autr n pehéTn deixvel GTI 0 yOVOTU-
nog oto Aeiroupyikoé sIL-6R A358C SNP dg ouvdgeTal
pe Tnv avT-TNF Oepaneia og aobeveic pe PA.

The impact of T-cell co-stimulation modulation
in patients with undifferentiated inflammatory
arthritis or very early rheumatoid arthritis: a
clinical and imaging study of abatacept

Emery P, Durez P, Dougados M, Legerton CW,
Becker JC, Vratsanos G, et al.
Ann Rheum Dis 2009. Epud ahead of print.

OBJECTIVE: Several agents provide treatment
for established RA, but a crucial therapeutic goal
is to delay/prevent progression of undifferentiated
arthritis (UA) or very early RA.

METHODS: In this double-blind, Phase I, pla-
cebo-controlled 2-year study, anti-CCP2-positive
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patients with UA (not fulfilling the ACR criteria
for RA) and clinical synovitis of >/=2 joints were
randomized to abatacept (~10 mg/kg) or placebo
for 6 months, then study drug was terminated.
The primary endpoint was development of RA
(by ACR criteria) at Year 1. Patients were moni-
tored by radiography, MRI, CCP2, RF, DAS28
and 28-joint count over 2 years.

RESULTS: At Year 1, 12/26 (46%) abatacept-
treated versus 16/24 (67%) placebo-treated
patients developed RA (difference [95% Cl]
-20.5% [-47.4, 7.8]). Adjusted mean changes
from baseline to Year 1 in Genant-modified Sharp
radiographic scores for abatacept- versus placebo-
treated patients, respectively, were: O versus 1.1
for TS, and O versus 0.9 for ES. Mean changes
from baseline to Year 1 in MRI erosion, osteitis
and synovitis scores were 0, 0.2 and 0.2, respec-
tively, versus 5.0, 6.7 and 2.3 in the abatacept
versus placebo groups. Safety was comparable
between groups; serious AEs occurred in one
patient (3.6%) in each group.

CONCLUSION: Abatacept delayed progression
of UA/very early RA in some patients. An impact
on radiographic and MRI inhibition was observed,
which was maintained for 6 months after therapy
cessation. This suggests that it is possible to
alter the progression of RA by modulating T-cell
responses at a very early stage of disease.

H eninTwon Tn¢ cuvroviopévng di1€yepong
ané T-kdTTapa o€ aoBeveic pe adiapoponoi-
nTn PAeypovwdn apOpimida: pia kKAIVIKA Kal
€IkoVvIKN PeAETN Tou napdyovrta abatacept

2KOMOZ: Apkerol napdyovres napéxouv iaon
yia Tnv gykateoTnpévn PA, aMdé o kpioipog Bepa-
NEUTIKOG OTOXOG eival va kaBuoTepnoel/eunodioel
Tnv NPdodo TNG adiagoponoinTng apBpimdag (AA)
A TG NoAU npwipng PA.

MEOOAOZ: Ze autr Tn dINAA TUPAR, pdong I, pe
opdda eAéyxou placebo kal dIAPKEIAG 2 eTWY PEAETN,
pe Oetikd avr-CCP2 og aoBeveiq pe AA (dev nAnpel
Ta kpiripia ACR yia Tn PA) kar pe apOpoupevimida
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>2 apOpwoewyv Tuxaionomdnkav pe abatacept
(nepfnou 10mg/kg) ni pe placebo yia 6 pnveg, kai
META N PENETN TOU papPEKOU dIaKONNKE. To NPwTOo
onpeio dlakonnig apopouoe Tnv avantuén PA (pe
Bdon ta kprrripia ACR) oto 1o €ro¢. O aoBeveic pe-
AetriBnkav pe aktivoypagia, MRI, CCP2, RF, DAS28,
kal pérpnon 28 apbpwoewv yia 2 xpdvia.

AMOTEAEXMATA: Tov To xp6vo, 12/26 (46%) Twv
aoBevwy nou éAaBav abatacept oe avridIaoTOAN pe
Toug 16/24 (67%) Tng opddag placebo avéntuéav
PA. Npooappoopéveq adpec alMayégand tn oTiyun
évapéngTng pehétng otov 1o xpdvo otn Babuoioyia
pe Bdon tnv akTivoAoyikn aneikévion (Genant-
modified Sharp radiographic scores) yia TIG OpAdEG
abatacept kai placebo avrioToixa Atav: 0 évavt 1,1
ka1 0 wg0,9. Or aMayég and Tn oTiypn évapéng we
Tov 10 xpdvo yia Tnv opdda Tng abatacept kar Tnv
opdda placebo otn pOopd otnv MRI, oTi¢ Badpo-
Aoyieg yia Tnv ooTeEmda kal Tnv apOpolpeviTida
ntav 0,0.2 kai 0.2 avtioToixa, o€ avTiBeon pe Tnv
opdda eAEyxou nou ATav 5, 6.7 kail 2.3 avTioToixa.
H aopdAeia itav ouykpioiun kar oTig 2 opddEG.
ZoPapéq avenBupnTeg evépyeleg NPOEKUYPaV O
gvav aoBevn o€ kdBe opdda (3,6%).

LYMMNEPAXZMA: O napdyovtagabatacept emPBpd-
duve Tnv e&€AiEn TNG adiagpoponointng apbpimdag
Kal TNG NPWIKNG PEUPATOEIDOUC apBpiTidag o€
kdnolouc acBeveic. ENiNTwon €ixe KAl GTNV AKTIVO-
Aoyikn eikéva kar otnv MRI, n onoia diatnpnBnke
yia 6 priveg perd tn diakonn tng Oepaneiag. Autd
unovoel 6Tl eival nIBavo va aldéel n e&EMEn Tng
PA ouvtovidovTtag TI¢ anaviioelg Twy T-KUTTapwv
o€ NoAU NPWIPO oTddIo TNG VOOOU.

Depletion of functionally active CD20+ T
cells by rituximab treatment

Wilk E, Witte T, Marquardt N, Horvath T, Kalippke
K, Scholz K, et al.
Arthritis Rheum 2009; 60:3563-71.

OBJECTIVE: Rituximab is a therapeutic anti-CD20
antibody used for in vivo depletion of B cells in



proliferative and autoimmune diseases. However,
the mechanisms of action are not fully understood,
since not all of the therapy-mediated effects can be
explained by the depletion of antibody-secreting
cells. In addition to B cells, there is also a small
population of T cells coexpressing CD20 in all
individuals. This study was conducted to examine
the phenotype and function of CD3+CD20+ T
cells in patients with rheumatoid arthritis (RA) and
healthy controls.

METHODS: The phenotype and apoptosis of
peripheral blood mononuclear cells from healthy
donors and RA patients were examined by 4-color
fluorescence-activated cell sorting analyses. Cytokine
production was determined by intracellular staining
and measurement of cytokines in the supernatants.
Proliferation of sorted T cell populations was ana-
lyzed using (3) H-thymidine uptake assays.

RESULTS: In healthy individuals, 0.1-6.8% of
peripheral blood T cells (mean 1.6%; n = 142)
co-expressed CD20, which was not significantly
different from that in the peripheral blood of RA
patients, in whom 0.4-2.6% of T cells (mean 1.2%;
n=27) were CD20+. During rituximab therapy, the
CD20+T cells along with the B cells were eliminated
from the RA peripheral blood. Among the CD20+T
cells, 45% co-expressed CD8 and 55% co-expressed
CDA4. Polyclonal CD3+CD20+ cells were functionally
characterized by constitutive cytokine production
(i.e., interleukin-Tbeta and tumor necrosis factor
alpha), a low proliferative capacity, a high activation
state, and enhanced susceptibility to apoptosis.

CONCLUSION: These findings suggest that CD20+
T cells represent a terminally differentiated cell type
with immune-regulatory and pro-inflammatory
capacities. Depletion of CD20+ T cells may be an
additional mechanism by which anti-CD20 therapy
functions in patients with RA.

EAdTTwon Twv Asitoupyikwv CD20+
T-kutTdpwv ané Tn Bepaneia pe rituximab

2KONOZX: O napdyovrag rituximab eivar éva avri-
owpa avt-CD20 kuTtdpwy Nou xpnolPonoleTar in
Vvivo yia Tn peiwon Twv B-kuttdpwy og autodvooa
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voorpaTa kal vooRpuaTa Ye aveEgheykTo moAhania-
olaopd. QoTtéoo, oI pnxaviopol dpdaong dev eival
nAipw¢ katavonToi, apou dev eival duvaTo va
e&nynBouv 6Aeq o1 BepaneuTikég Opdoeig and Tnv
ENGTTWON TWV KUTTAPWY MOU KKPIVOUV AVTIOWATA.
Ekté¢ and ta B kUtTapa, undpxer kal va PIkpog
nAnBuopds T kUTTApwY Nou enfong ekppdadouv
CD20 o€ 6Aa Ta dTopa. AuTr N HEAETN NpoopioTNKe
va eéeTdoel To PpaIvoTUNo Kal Th Aeiroupyia Twv
CD3+CD20+ T kuttdpwv o€ aoBeveiq pe PA kal o
uyIfi dtopa TNG opddaG eAEyXOU.

MEOOAOI: O ¢paivoTunog kai N anéntwon Twv
Movonupnvwy Tou NEPIPEPIKOU AfATOC and UyIElG
00TeC KaI aoBevei pe PA e&eTdoTnkav pe avdluon
KUTTApwV onpaopévwy e 4-color fluorescence. H
napaywyn KUTokivwy perprbnke. O noManAaoia-
OpOG TwV NANBuopWY Twv T KUTTApWV avaAuBnke
XPNOIPOMNOIWVTAG HETPNON TNG MEPIEKTIKOTNTAC TNG
3-H-Bupidivng.

AMOTEAEEMATA: Ze uyiri dropa, 0.1-6.8% Twv
T kuTTdpwv Tou nepipepikoy aipatog (1.6%, n =
142) e&€ppaoav eniong to CD20, nou dev £dwoe
a&loonpeiwTa OIaPoPeTIKO anoTéAeopa and To Nepl-
PePIKkO aipa aoBevwy pe PA, otoug onoioug 0.4 wg
2.6% twv T kuttdpwyv (1.2%, n = 27) ntav CD20+.
Katd tn didpkeia Tng Bepaneiag pe rituximab, Ta
kUtTapa T CD20+ padi pe 1a B kdtTapa egagpavi-
oTnKaV and 1o NEPIPEPIKO Aipa aoBevwyv pe PA.
Avdpeoa ota CD20+ T kdtTapa, 10 45% eééppaoav
eniong kai To CD8 kai To 50% e&Eppacav 1o CD4.
Ta noAdukAwviké CD3+CD20+ kUTTapa XapakTn-
pidovrav ané tnv napaywyn kutokivawy (IL-1b kai
TNFa), xapnAn ikavétnta noAManAaciacpou, ugnid
eninedo evepyonoinong kar auénpévn duvaToTnTa
anénTwonc.

LYMMEPAXZMA: Autd Ta eupripaTa unodeIkvUouv
omi Ta CD20+ T kUtTapa avrinpoowneyouv Evav
TUNo kuTTédpwv TENIKAG dlapoponoinong e avo-
OOPUBUIOTIKEG KAl NPOPAEYHOVWOEIG IKAVOTNTEG. H
Meiwon Twv CD20+ T kuTTdpwy pnopei va givar évag
eMNPSEOoOETOC PNXAVIoPOG PE ToV onoio Asiroupyel
n Oepaneia pe avn-CD20 og aoBeveig pe PA.
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Prediction of functional impairment and
remission in rheumatoid arthritis patients
by biochemical variables and genetic
polymorphisms

Balsa A, Del Amo |, Blanco F, Caliz R, Silva L,
Sanmarti R, et al.
Rheumatology 2009 Dec. Epud ahead of print.

OBJECTIVE: To develop a model to predict RA
outcome based on biochemical variables and
single nucleotide polymorphisms (SNPs).

METHODS: We collected baseline data from RA
patients. SNP genotyping was performed using
an oligonucleotide microarray. Remission and
severe disability were investigated as outcomes
of the study. Logistic regression models and
receiver operating characteristic (ROC) curves
were used to determine sensitivity (S), specificity
(Sp) and likelihood ratio (LR).

RESULTS: Six hundred and thirty-two patients
(375 in the study and 257 in the validation)
were included. Twenty-two out of 152, and
19 out of 208 patients had an HAQ > 2. The
model obtained to predict disability included
levels of the anti-cyclic citrullinated peptide
(anti-CCP) antibodies, ESR and SNP rs2070874
in the IL-4 gene. Homozygous and heterozygous
carriers of the IL-4 33T allele had a decreased
risk of severe disability. The discriminative power
had an area under the curve (AUC) of 0.792
(95% CI 0.694, 0.889), with S 41%, Sp 95%
and LR +7.6. Twenty-one out of 268 and 17
out of 211 patients were in remission in the
study and validation cohorts, respectively. The
model included absence of anti-CCP antibodies
and the SNP rs2476601 on the PTPN22 gene.
Homozygous and heterozygous carriers of the
PTPN22 1858T allele had a decreased probability
of remission. The discriminative power had an
AUC of 0.842 (95% Cl 0.756, 0.928), with S
76%, Sp 86% and LR + 5.4. Predictive ability was
confirmed on the validation cohort.

CONCLUSIONS: We have developed two
models based on laboratory variables that are
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associated with relevant outcomes for RA patients
at disease onset.

H npéBAePn Tn¢ Aeitoupyikng ¢pBopdag kai
™n¢G €§ao00Béviong oToug aoBeveig pe peuparo-
€16n apBpimda and Bioxnpikég peTaBAnTég
KdIl YEVETIKOUG NOAUHOPPIGHOUG

YKOMOZ: Na avantuxBei éva povrého nou va
npoPAénel To anotéAeopa TnG PA kai nou Baoiceral
o€ BloxnuIkEG PETAPBANTEG KAl TOV NOAUPOPPIOHE
evoc voukheoTidiou (SNPs).

MEOOAOZ: XuMEEape oToixela Tn oTIypA TNG
évapéng TNG peAétng and aobeveiq pe PA. O yovo-
Tunog SNP dnpioupyrndnke xPNoIPJONOIWVTAG M
ohyovoukAeoTIdIkr didTaén. E¢aobévion kar ooPapn
avikavéTnTa NTav To anoTéAeopa TnG HeAETNG. Ta
AoyioTIkG povTéha e6aoBéviong kar o1 XxapakTnpl-
OTIKEG KAUNUAEG TOU XEIPIOPOU TOU OEKTN XPNOIO-
noionkav yia va kabopioouv Tnv euaicbnaia, Tnv
€1I0IKATNTA KAl TO nnAiko mBavaTnTac.

AMOTEAEEMATA: ZupnepiArngOnkav 632 aobe-
Vei¢ (375 otn pehétn kar 257 otnv enaAnBeuon).
22 andé touc 152 kar 19 and Touc 208 eixav HAQ
ndvw and 2. To povTého neTuxe va NpoBAEYer Ta
enineda avikavoTnTag Twv avTiowpdTwy avTi-CCP,
ESR ka1 SNP rs2070874 oto yovidio Tng IL-4. Ta
opoAoya kal etepdAoya aMnAdpopga IL-4 33T
eixav peiwpévo kivouvo oofapn e&aobéviong. H
duvapn didkpiong eixe éva nedio kATw and Tnv
kapnuAn 0,792 pe euaiobnoia 41% eidikéTnTa 95%
kal nnAiko mBavéTntac +7,6. 21 and 268 kai 17
and 211 aoBeveic ntav oe e§aobevion oTIC OUAdEC
TNG MEAETNG Kal TG enaAriBeuong avTioToixa. To
povTéro AdpBave unéyn Ty anouoia Twv avri-CCP
avriowpdTwy Kal Tou SNP rs2476601 oTo yovidio
PTPN22. Opéluyeg kail eTepOCuyes aAnAouxieg Tou
aMnAiou PTPN22 1858T eixav peiwpévn IkavoTnTa
e&aoBviong. IkavotnTa npdéRAeyng eniBeBaiwbnke
kal oTnv opdda enakribeuonc.

YYMMEPAZMA: Avantuéape 2 povréha Baoiopéva
O€ EPYAOTNPIAKEG PETABANTEG MOU OUVOEOVTAl HE
OXETIKA anoTeAéopaTta pe autd Twv aoBeviv pe
evepyo PA.



