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Epwtnon moAAanAng emtAoyng -1

H avti-TNF aywyn aAAdleL Tnv mopeia TNG AYKUAOTIOLNTLKAG
onovdulapBpitdac oe BaOoc xpovou;

1. AvaotéAAel TARPWG TNV €€EALEN TNG VOGOU
2. BeAtwwvel Tnv KAWVIKA €lkOva oAAQ dev emnpedlel TG aktvoAoyikn EEALEN

3. Ta MIA® £xouv kKaAUtepn dpaon ano touc avtl-TNF 6ocov adopd tnv

OLKTLVOAOYLKN emideivwon
4. H avti-TNF aywyn dev ennpedadet tnv aktivoAoykn BAABN Twv oxiwv

5. AvaotéAAeL onpavtikad tnv €EALEN tnG BAABNC TNG OTtOVOUALKNAG OTAANG Kot

TMLEPLOCOTEPO TWV LOXIWV

Mola elval n MAEov cwoTn aAnavinon;




pidemiological research

EXTENDED REPORT

Continuous long-term anti-TNF therapy does not
lead to an increase in the rate of new bone
formation over 8 years in patients with ankylosing
spondylitis

Xenofon Baraliakos,' Hildrun Haibel ? Joachim Listing,3 Joachim Sieper,3
Jiirgen Braun'



Tpomoroln uéVO SASSS (stoke Ankylosing
Spondylitis Spine Score)

Figure 45 Modified Stoke Ankylosing A

Spondylitis Spine Score (mSASSS).” "¢ A 0
total of 24 sites are scored on the lateral

cervical and lumbar spine (A): the anterior

comers of the vertebrae from lower

border of C2 to upper border Th1

(including) and from lower border of Th12 1 Erosions
to upper border of S1 (including). Each

comer can be scored from 0 to 3,

Normal

resulting in a range from 0 to 72 for the 1 Sclerosis
total mSASSS. B: example of scoring
according to the mSASSS. 0 = normal; 1 Squaring

1 = sclerosis, squaring or erosion;
2 = syndesmophyte; 3 = bony bridge. 5
2 Obvious
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ABSENCE OF RADIOGRAPHIC PROGRESSION OF HIP ARTHRITIS IN PATIENTS WITH ANKYLOSING SPONDYLITIS TREATED
WITH INFLIXIMAB FOR 6 YEARS

NL
Maria Konsta?, Vassiliki K. Bournia®, Petros P. Sfikakis', Dimitrios Karras?, Alexios lliopoulos?. % am
IFirst Department of Propedeutic and Internal Medicine, Athens University Medical School; 2Rheumatology Department, Veterans Administration Hospital, Athens, Greece T oulsr20m

BACKGROUND-AIM METHODS-STUDY PROTOCOL

Hip involvement is the most frequent extraspinal arthritic manifestation of Ankylosing
Spondylitis (AS) and a common cause of disability. In contrast to the classical changes
in the spine, hip joint inflammation does not lead to formation of new bone but results
in bone erosions, indicating that at different sites parallel osteoproliferative and
osteodestructive changes may occur. Current evidence suggests that anti-TNF
treatment does not inhibit radiographic progression in the spine; whether it affects the
progression of hip joint space narrowing in AS patients with hip arthritis is not known.
AIM: To examine the impact of continuous long-term treatment with the anti-TNF
antibody infliximab on radiographic progression of hip arthritis in AS patients

Twenty-three consecutive patients with AS (21 men, median age of 45 years) and
established hip involvement prior to the initiation of infliximab treatment for active
disease non-reposnding to were included in this retrospective study. Infliximab was
given as monotherapy in 21 and combined with methotrexate in 2 patients. One senior
rheumatologist and one rheumatology fellow performed a blinded radiographic review
of 23 X-ray pairs separated by 2-10 years. Intraobserver and interobserver reliability
was established using intraclass correlation coefficients (ICC).

RESULTS

Anteroposterior X-rays of the pelvis obtained at baseline were compared to X-rays obtained after 6
+2.5 years (meantSD) of continuous infliximab treatment (5 mg/kg, every 2 months), using: a) the
Bath AS radiology hip index (BASRI-h) scoring system (min 1, max 4), a reliable, disease-specific,
sensitive to change method for grading hip radiographic change in AS, and b) the width of the whole
joint space estimated by measurement of 3 distinct points of interbone distance (2mm inner of the
external end of the acetabulum, vertical line through femoral head center, head-neck center line)
with the help of a graduated eyepiece (Figure 1). Both readers achieved excellent agreement for
BASRI-h scores and the three points of intraarticular distance (ICC=0.88,95% Cl:0.85, 0,91).

Disease activity decreased and functional status improved remarkably in these patients after

The BASRI-h score at baseline was 2.5010.87 and remained unchanged at follow-up end (2.50+0.86 ).
The width of the whole joint space was not reduced in almost all patients. On average the width of

the whole joint space at baseline (3.56£0.7 mm) remained unchanged during 6 +2.5 years of
continuous infliximab treatment (3.59+0.79 mm) ( Figure 2)

Figure 2: Individual patient’s average width of the whole hip joint space estimated by 3 distinct

infliximab measurements of interbone distance, prior and 612.5 years after infliximab treatment.
Treatment durations
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Despite the lack of a control group our results suggest that long term infliximab treatment inhibits radiographic progression of hip arthritis in responding patients with AS, possibly by blocking a local
osteodestructive TNF-mediated effect. Prospective studies should confirm a possibly differential effect of anti-TNF treatment on radiographic progression of osteodestructive versus osteoproliferative

changes in patients with AS



Bath Ankylosing Spondylitis Radiology Hip
Index (BASRI-hip score)
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JUUTTEPOOMOL

» H avtl-TNF aywyn avaotéEAAEL O ONUOVTLIKO BaOuo thv
e€€AEN tnC AZ otnv onovOUALKN otAn o€ BABo¢ xpovou, HE
debopéva 8 eTwv

» To anotéAeopa tnc avtl-TNF aywync ival mibavwg
KaAUTEPO 000V apopa TNV MPOGBOAN TWV LOXLWV ME

debopéva 6 eTwv



Epwtnon moAAanAnG emtAoyng -2

T pac npoodEpouv ta SedopEva Twv registries ya Tig
AoLpwéerc;

1. EivaiLamapaitnta yia tnv akadnpoikn Eépevva

2. MpoodEpouv peyaloug aplBpoic acBevwy yia mapakoAovOnon tng enintwong
TWV AoLpwéewv otnv KAWVIKA paén

3. BonBoulv otnv HEAETN OCTTAVLWYV MOPEVEPYELWV TWV GOPHAKWV

4. Eivou anapaitnta yia tnv HEAETN TG enintwong tng TB

5. EivaimAéov aglomiota Twv TUXOLOTIOLNUEVWVY LEAETWV TWV BLOAOYLKWV

oLE ALY OVTWV

Mola elval n MAEov cwoTn aAnavinon;



Tt poc npoodpEpouv ta dedopeva
TwV registries yia tic AOLpwEELC;

EMEMY, Pobog, 26 Maiiov 2013



Epwtnon moAAanAn¢ emtAoyng -3

YRapyxeL otpatnykn dtakomnc evoc BloAoylkou mopayovta
HETA OO pakpoxpovia Ugeon tng PA;

1. O BLoAoykog mapayovtog dtakomtetal ota 3 £Tn) OUVOALKAG Oeparmeiag
2. Awakomnreton otav to DAS28 <2.6 yia £€L TOUAQLOTOV UAVEG
3. Aev unapyxouv cadeic 0dnyiec SLaKOMAC TWV BLOAOYLKWV TTAPOYOVIWV

4. Edv dwakormel o avti-TNF mapdyovtag dev pnopet va xopnynOet maAL o idLog

AOyw avantuéng avtoxng

5. Eivainpotipotepo va dtakontovral npwta tao DMARDS kat va ouveyiletol n

BloAoyikn aywyn

Mola elval n MAEov cwoTn aAnavinon;
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TNF Antagonist Safety in Rheumatoid Arthritis

Updated Evidence from Observational Registries

Adeel Nasir, M.D, and Jeffrey D. Greenberg, M.D., M.P.H.
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Advance Access publication 4 August 2009

Concise Report
Validity of physician-reported hospitalized infections in a US arthritis
registry

Jeffrey R. Curtis!, Nivedita M. Patkar', Archana Jain', Jeffrey Greenberg” and Daniel H. Solomon®

RHEUMATOLOGY oot
Original article

Registries in rheumatoid arthritis and autoimmune
diseases: data from the French registries

Xavier Mariette', Jacques-Eric Gottenberg?, Philippe Ravaud® and
Bernard Combe*



MAeoveKkTApOTA TWV registries EvavtL Twv
TUXOLLOTTOLNUEVWV HEAETWV

OL TUXALOTTOLNUEVEG LEAETEG TTEPLAAUPAVOUV LLKPO OXETIKA apLlOo aocBevwv Kol
TOV NP AKOAOUOOUV yLaL LLKPO OXETIKA StdoTna, WOTE givatl SUoKOAO va
$davoulv pe afloniotio aventOUUNTEC EVEPYELEG OTIWG VEOTTAGCLOTO KOLL OTIALVLEG
AOLUWEELG

Ot tuXaomolnUEVEG LEAETEC cupTepLAAPBAVOUV A0OEVEIG HE ALOTNPA KpLTHPLA,
WOTE va amoKAeiovtol acOeveic HE LOTOPLKO coBapwV AoLUWEEWY 1} avENUEVOU
KkopdLayyetakoU KwvdUvou, o€ avtiBeon LLE Ta registries mov avtavakAouv tnv
KoOnpMePLVA KAVIKA IPpAén

20V OLPASELY O, OL TUXOLLOTTOLNUEVEG LEAETEG ATIETUXAV VAL EVTOTILOOUV TO
NEOPBANHA tNG TB Kol TwV EVKOLPLAKWV AOLUWEEWV OE OXEON ME TLC BLOAOYLKEC

Oeparneieg



Eldka evpnpoata oo RATIO kot AIR registry

AoOseveic pe PA urto aywyn pe avtl-TNF nopayovtec dtatpExouv avénuévo
kivéuvo yla ntvevpovia anod Legionella pneumophila (16-21 peyaAUtepo amno to
YEVIKO MANOUGO) - Z€ nepintwon vmoiac mPEMEL va xopnyeito oxnua
OLVTLBLOTLKWV MLE KWVOAOGVEG | LaKPOALSLOL

H Oepanceia pe avti-TNF povokKAWVLIKA avTiowpata entpEPeL LEYAAUTEPO
kivéuvo TB, sukatplakwv AoLpwEEwV Kot Al wWHATWY ot Tov SLaAuto
untodoyxéa

O aoBeveic mov AapBavouv Rituximab £xouv avénuévo kivbuvo Aotpwéewv to
TMPWTO £T0G TNG OLYWYHE OTAV £XOUV TTAPAYOVTEC KIVOUVOU OMWE KATIVICHLAL,
TPOUTIAPYXOVCA TIVEUHOVLKN VOGO, EEWTMVEVMOVLIKA VOO0, XOUNAEC Y-odatpivec

IgG <6 g/|

Mariette X, Rheumatology 2011;50:222-229



YIAPXEL OTPATNYLKR SLOLKOTINC
€VOC BLOAOYLKOU Tapayovta HETA
oo pokpoxpovia Udeon tnc PA;

EMEMY, Pobog, 26 Maiiov 2013



Extended report

Patients with RA in remission on TNF blockers: when
and in whom can TNF blocker therapy be stopped?

Benazir Saleem, Helen Keen, Vincent Goeb, Rekha Parmar, Sharmin Nizam,
Elizabeth M A Hensor, Sarah M Churchman, Mark Quinn, Richard \Wakefield,
Philip G Conaghan, Frederique Ponchel, Paul Emery

Saleem B, Ann Rheum Dis 2010;69:1636-1642



Awakort avti—TNF aywync os PA

47 aoBeveic pe PA os Udeon (DAS28<2.6) TouAdaxLotov amnd e€apnvou dtékoyav

v avti-TNF aywyn kot cuvéxioav pe tTnv ibta 66on MTX ywa 24 uiveg

60% vnotponiacav, 40% napEpewvav o€ Vpeon

Clinical features Sustained remission (n=19) Flare (n=28) p Value
Disease duration until treatment (months) 18 (15-22) 12 (22-207) <0.0001
HAQ 0 (0-0) 0.5 (0-1.6) 0.012
RAQoL 0(0-2) 3(0-11.5) 0.039

Immunological data (n=15) (n=23)

Naives (% of CD4+ T cells) 10.9(6.7-14.6) n=12 5.4 (4.2-6.0) n=20 <0.0001
IRC (% of CD4+ T cell) 28.0 (20.5-33.5) n=13 47.0 (36.0-56.0) <0.0001
Treg CD25M9"FOXP3+ (% of CD4+ T cells) 1.5(1.1-1.8) 3.2 (2.3-4.0) 0.001

Treg phenotype (n=10) (n=6)

CD62L+ Tregs (% of Tregs) 70 (61.5-75.5) 37.5(30.0-67.8) <0.0001

Saleem B, Ann Rheum Dis 2010;69:1636-1642



XopOoKTNPLOTLKA TNC OHASOC LE TTPWLKLN XopnRynon
tn¢ avtl-TNF aywyng mou €ixe tnv KaAUTteEPN EKBaon

Clinical features Sustained remission (n=16) Flare (n=11) p Value
Time to achieve remission on treatment {months) 3 (2-10) 5{1-10) 0.368
Duration of remission at time of assessment (months) B (6-19.25) B (6-11) 0.900
Duration of symptoms before treatment (months) b.h (2.25-8.0) g (7-16) 0.008 <=
DASZ8 at time of stopping therapy 1.77 (1.50-2.17) 1.8 (1.28-2.06) 0.570
CRP 0.5 (0-5) 0 {0-0) 0.110
TJC 0({0-2.75) 0 {0-0) 0.340
SJC 0 (0-0.75) 0 {0-0) 0.860
Patient VAS 5.5 (2.25-10.75) 5 {2-23) 0.750
HAQ 0(0-0.18) 0 {0-0.5) 0.860
RAQoL 0({0-2.75) 1(0-4) 0.510
Dose of MTX (mg]) 10 {10-20) 20 (9-23.75) 0.900

Imaging data (n=11) (n=9)

Grey scale synovitis score 4 (0-5) 5 {1.5-9) 0.250
Power Doppler activity score 0{0-2) 0 {0—-3.25) 0.970
Presence of PD (%) 5 (45) 4{44) 0.570
Presence of GS (%) 9(82) 8 (88) 0.660

Immunological data (n="16) n=11})

Naives (% of CD4+ T cells) 1.7 (4.8-23) 5.3 (1.7-6.0) 0.001
IRC (% of CD4+ T cell) 33 (15-46) 47 (20-64) 0.003
Treg CD25""FOXP3+ (% of CD4+ T cells) 1.4(1.1-1.8) 3.1(1.5-3.7) <0.0001

Treq phenotype (n=10) (n=H&)

CD62L+ Tregs (% of Tregs) 70 {56-83) 37.5 (30-73) 0.031

Saleem B, Ann Rheum Dis 2010;69:1636-1642



Extended report

Discontinuation of infliximab and potential predictors
of persistent low disease activity in patients with
early rheumatoid arthritis and disease activity
score-steered therapy: subanalysis of the BeSt study

M van den Broek,' N B Klarenbeek," L Dirven,’ D van Schaardenburg,?
H M J Hulsmans,® P J S M Kerstens,2 T W J Huizinga," B A C Dijkmans,%* C F Allaart’

van den Broek M, Ann Rheum Dis 2011;70:1389-1394



Awokonn infliximab peta Udpeon touAayilotov 6 pnVwv
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2e Mooooto 48% anowtnOnke enavaxopnynon tou infliximab og ditdotnpa 17 pnvwv

van den Broek M, Ann Rheum Dis 2011;70:1389-1394



Epwtnon moAAanAng emloyng -4

Nopilete otL xpetalovtal veéa BloAoyilka pappaka ylo to

TLOLPOLKALTW VOO LOLTAL;

1. PA
2. Az
3. WA
4. ZEN

5. Oupwkn



