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Central European Congress of Rheumatology

Welcome address

Dear Colleagues and Friends,

On behalf of the organizers I'd like to welcome most cordially all of you to the
8" Central European Congress of Rheumatology (CECR) in Sopron, Hungary.
Not only rheumatologists from the six organizing countries (Austria, Czech Repub-
lic, Hungary, Poland, Slovakia, Slovenia) but also specialists and general practitio-
ners interested in musculoskeletal conditions from different parts of Europe will be
active participants of this meeting.

The story of the CECR started in PieStany where the first congress took place
in 1996. It was followed by Warsaw (1998), Bratislava (2000), Baden bei Wien
(2002), Budapest (2004), Bled (2006), and Prague (2008). The passed 14 years,
the number of attendees and the scientific level of the events justified the impor-
tance of this biennial congress. Beside the regional scientific collaboration the
event has always been an ideal opportunity for the experience of Central European
feeling and creative activity.

This year the charming, historical, Western Hungarian town, Sopron acts as host
to the congress. In the scientific programme distinguished specialists present
state of the art lectures and other oral papers. More than 150 abstracts have
been submitted from 25 countries in order to discuss hot topics of molecular and
clinical rheumatology. Leading pharmaceutical companies are present with their
exhibition booth and six of them (Abbott, Amgen & GlaxoSmithKline, Eli Lilly, MSD,
Pfizer and Roche) have the possibility to organize satellite symposia. The social
programmes, the special atmosphere of the town and the delicious Hungarian
wines and foods will also help us to make this meeting a memorable event. Many
thanks the major sponsors for their support making possible the high-standard
conditions.

The organizers have spared no time to ensure that this meeting will be an exciting
and useful experience for all of you. Your attendance and precious contribution to
the success of the meeting are highly appreciated.
We wish you a pleasant stay in Sopron.

Best personal regards
Sopron, September 23, 2010.

Prof. Dr. Gyula Poor

Chairman of the Congress

President, Hungarian Association of
Rheumatologists
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Scientific programme
of the 8™ Central European Congress of Rheumatology

# September 23 (Thursday)

8.30-09.00 Opening ceremony
9.00-10.00 Pathogenesis of rheumatoid arthritis

10.00-10.30

10.30-11.30

11.30-12.30

134

O

02

O3

04

05

06

o7

08

OS1

Chairmen: Wlodzimierz Maslinski and Zoltan Szekanecz

Synovial biopsy for the assessment of rheumatoid arthritis and the action of biologics (15’)
Paul Peter Tak
University of Amsterdam, The Netherlands

Bone marrow in the pathogenesis of rheumatoid arthritis (15°)
Wiodzimierz Maslinski
Institute of Rheumatology, Warsaw, Poland

Cytokine activities in rheumatoid arthritis pathogenesis (15°)
lain Mcinnes
University of Glasgow, Scotland

B-cells and their targeting in rheumatoid arthritis (10”)
Péter Szodoray
University of Oslo, Norway

Discussion
Coffee break

New treatment modalities in systemic inflammatory rheumatic diseases
Chairmen: Steffen Gay and Jifi Vencovsky

Novel strategies for the treatment of arthritis (15°)
Steffen Gay
University Hospital, Zurich, Switzerland

Advances in the therapy of myositis (15)
Jifi Vencovsky
Institute of Rheumatology, Prague, Czech Republic

New possibilities in the treatment of vasculitis (12°)
Viadimir Tesar
Charles University, Prague, Czech Republic

New prospective biologicals in the treatment of rheumatoid arthritis (127)
Ladislav Senolt
Institute of Rheumatology, Prague, Czech Republic

Discussion

Perspectives in rheumatoid arthritis and spondyloarthritis — Treatment needs and
therapeutic options

Satellite symposium: MSD

Chairman: Laszlé Hodinka

Rapid radiographic progression and therapy choice in rheumatoid arthritis
Peter C. Taylor
Imperial College London, United Kingdom
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082

0S3

12.30-13.30

13.30-14.30

09

010

o1

012

14.30-15.30

0S4

0S5

0S6

15.30-16.00

Golimumab: An effective and convenient therapy to address the needs of patients with
rheumatoid arthritis

lain Mcinnes

University of Glasgow, Scotland

Spondyloarthritis: Many manifestations of one disease
— a multidisciplinary approach to management
Joachim Sieper

Charité University Berlin, Germany

Discussion
Lunch-time

New trends in spondylarthropathies
Chairmen: Karel Pavelka and Pal Géher

Pathogenetic background of spondylarthritis (15°)
Joachim Sieper
Charité University Berlin, Germany

New approaches in the diagnostics and monitoring of spondyloarthritis (15°)
Maxime Dougados
René Descartes University, Paris, France

Long-term efficacy and safety of anti-TNF-therapies in ankylosing spondylitis;
experiences from nation-wide registry ATTRA (15°)

Karel Pavelka

Institute of Rheumatology, Prague, Czech Republic

Vascular diseases in ankylosing spondylitis (10°)
Sandor Szanto, Nora Bodnar, Rudolf Gesztelyi, Adam Kemeény-Beke, Zoltan Szekanecz
University of Debrecen, Hungary

Discussion

Awarding of the honorary membership of the Hungarian Association of Rheumatologists
Treating ankylosing spondylitis as soon as possible

Satellite symposium: Pfizer

Chairman: Gyula Poor

The need for early intervention in spondyloarthritis

Maxime Dougados

René Descartes University, Paris, France

Efficacy of etanercept in the treatment of ankylosing spondylitis

Tamas Palotai

Special Hospital for Rheumatology of the Regional Health Insurance of Lower Austria, Baden,
Austria

Evaluation of radiological progression in the management of ankylosing spondylitis
Joachim Sieper

Charité University Berlin, Germany

Discussion

Coffee break
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16.00-17.00 Traditional DMARDs versus biologics in the management of rheumatoid arthritis

136

013

014

015

016

Chairmen: Josef Smolen and Witold Tlustochowicz

Do we need traditional DMARDs in the biologic era? (15’)
Witold Tlustochowicz
Military Institute of Medicine, Warsaw, Poland

How to use different biologicals for optimal treatment of patients with RA? (15)
Josef Smolen
Medical University, Vienna, Austria

DMARD and biological treatment modalities in childhood (15°)

Emese Kiss

National Institute of Rheumatology and Physiotherapy, Semmelweis University, Budapest,
Hungary

Enthesitis: Evolving concepts and sonographic evaluation (10°)

Péter Bélint, Péter Mandl, Katalin Acs, Eva Ruzicska
National Institute of Rheumatology and Physiotherapy, Budapest, Hungary
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# September 24t (Friday)

08.30-09.30

Oo17

018

019

020

09.30-10.30

0oSs7

0S8

089

10.30-11.00

11.00-12.00

0S10

0OS11

News in progressive systemic sclerosis
Chairmen: Boris Lestan and Laszld Czirjak

Incidence of scleroderma spectrum disorders in Slovenia (157)
Alenka Sipek-Dolnicar
University Medical Centre, Ljubljana, Slovenia

Clinical importance of nailfold capillaroscopy in the early diagnosis of systemic sclerosis (157)
Maurizio Cutolo
University of Genoa, ltaly

Lung involvement in systemic sclerosis (12°)
Nemanja Damjanov
Institute of Rheumatology Belgrade, Serbia

Emergency states in systemic sclerosis (12’)
Luc Mouthon
Hopital Cochin, Rene Descartes University, Paris, France

Discussion
Awarding of the honorary membership of the Hungarian Association of Rheumatologists

Optimising patient pathways in rheumatoid arthritis
Satellite symposium: Pfizer
Chairman: Karel Pavelka

Towards optimal management of the rheumatoid arthritis patient
Paul Peter Tak
University of Amsterdam, The Netherlands

Clinical results with etanercept in early rheumatoid arthritis
Tom Huizinga
Leiden University Medical Center, The Netherlands

Ten years of TNF-blockers for treating rheumatoid arthritis: What have the registries taught us?
Emilio Martin Mola
Hospital University La Paz, Madrid, Spain

Discussion
Coffee break

Anti-TNFs in the forefront of biologic treatment in rheumatoid arthritis
Satellite symposium: Abbott
Chairman: Gyula Pooér

Access to innovative rheumatoid arthritis treatments in EU

Gyula Poor

National Institute of Rheumatology and Physiotherapy, Semmelweis University, Budapest,
Hungary

Classification and management of rheumatoid arthritis
—the 2010 news

Josef Smolen

Medical University, Vienna, Austria
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12.00-13.00

13.00-14.00

14.00-15.00

0Ss12

0S13

021

022

023

024

0S14

0S15

OS16

0s17

Treat to target — implement today for tomorrow
Karel Pavelka
Institute of Rheumatology, Prague, Czech Republic

Importance of ultrasonography in early detection and monitoring of rheumatoid arthritis
patients

Walter Grassi

University of Ancona, ltaly

Discussion
Lunch-time

Disease activity and functional measurements in rheumatology
Chairmen: Piet van Riel and Burkhard Leeb

Composite measures (15°)
Piet van Riel
Radboud University Nijmegen Medical Centre, The Netherlands

Patient related outcomes in routine monitoring of rheumatoid arthritis patients (15’)
Burkhard F. Leeb
Center for Rheumatology, Stockerau, Austria

Development of remission and minimal disease activity cut-points for the juvenile arthritis
disease activity score (JADAS) (12)

Angelo Ravelli, Consolaro Alessandro

University of Genoa, ltaly

Outcome measures in the rehabilitation of musculoskeletal conditions (127)

Ernst Wagner, Tamds Palotai

Special Hospital for Rheumatology of the Regional Health Insurance of Lower Austria, Baden,
Austria

Discussion

The RANK ligand inhibitor - fracture protection throughout the skeleton
Satellite symposium: Amgen & GlaxoSmithKline
Chairmen: Socrates Papapoulos and Gyula Podr

The diverse role of the RANK/RANKL/OPG system

Gyula Poor

National Institute of Rheumatology and Physiotherapy, Semmelweis University, Budapest,
Hungary

Bone strength — role of trabecular and cortical bone
Péter Lakatos
Semmelweis University, Budapest, Hungary

Effect of denosumab treatment of bone turnover markers
and BMD

Pavel Horak

Palacky University, Olomouc, Czech Republic

Clinical evidence for antifracture protection of denosumab
Socrates Papapoulos
Leiden University Medical Center, The Netherlands

15.00-15.30 Coffee break
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15.30-16.30 Endrocrine parameters in rheumatic diseases

025

026

027

028

Chairmen: Maurizio Cutolo and Jozef Rovensky

Neuroendrocrine-immune network in rheumatic diseases (15’)
Maurizio Cutolo
University of Genoa, ltaly

Klinefelter’s syndrome, Turner syndrome and rheumatic diseases (15°)
Jozef Rovensky, Richard Imrich, Elene Koskova, I. Lazdrova, J. Payer
National Institute of Rheumatic Diseases, PieStany, Slovakia

Hypothalamic-pituitary-adrenal function in rheumatoid arthritis (15°)
Richard Imrich
Center for Molecular Medicine, Bratislava, Slovakia

The presence and function of nicotinic acetylcholine receptors on osteoclasts, and their effect
on osteoclastogenesis (10°)

Péter Mandl'2, Silvia Hayer?, Despoina Sykoutri?, Gyula Podr’, Josef Smolen?, Kurt Redlich?
"National Institute of Rheumatology, Budapest, Hungary, 2University of Vienna, Austria

Discussion
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# September 25 (Saturday)

08.30-09.30 Poster session — authors at posters

140

P1

p2

P3

P4

P5

P6

p7

P8

P9

P10

P11

Major histocompatibility complex class |. chain-related gene A: Risk and protective alleles in
systemic lupus erythematosus pathogenesis

Marketa Fojtikova’, Peter Novota’, Pavilina Cejkova? Dana Tegzova', Satu Pesickova’, Karel
Pavelka’, Marie Cerna?

Institute of Rheumatology, 2Charles University, Prague, Czech Republic

Rheumatoid arthritis and prolactin: Association with disease activity and joint damage

Marketa Fojtikova’, Jana Tomasova Studynkova’, Maria Filkova’, Zderika Lacinova?, Jindriska
Gatterovd!, Karel Pavelka', Jifi Vencovsky', Ladislav Senolt’

"Institute of Rheumatology, 2Charles University and General University Hospital in Prague, Czech
Republic

Lipid peroxidation and antioxidant enzyme activities in patients with systemic lupus
erythematosus

Attila Kovacs', Do Huy Quai?, Aranka LaszIé?, llona Varga?

"Hospital of Hungarian State Railways, Szolnok, 2University of Szeged, Hungary

Lupus nephritis: The therapeutic aspects
Teuta Backa, Alma Idrizi, Myftar Barbullushi, Argjend Tafaj, Alketa Koroshi
UHC Mother Teresa, Tirana, Albania

Flaccide hypokalemic paralysis in a patient with primary Sjégren’s syndrome
Teuta Backa, Alma Idrizi, Myftar Barbullushi, Kiliti Hoti
UHC Mother Teresa, Tirana, Albania

Vascular endothelial growth factor and basic fibroblast growth factor in systemic lupus
erythematosus with Jaccoud's arthropathy

Zbynek Hrncir, Marcela Drahosova, Ctirad Andrys, Petr Bradna, Tomas Soukup, Jan Toms
University Hospital, Hradec Kralové, Czech Republic

Vascular endothelial growth factor and epidermal growth factor in patients with systemic
sclerosis and systemic lupus erythematosus

Radim Becvar!, Ivana Putova', Michal Tomcik’, Simona Skacelova', Dana Tegzova', Radka
Svobodova’, Jiri Stork?, Petr Zatloukal®, Alena Zatloukalova®

"Institute of Rheumatology, 2General Teaching Hospital, *Clinic of Pneumology and Thoracic
Surgery, Prague, Czech Republic

Prevalence, incidence and survival of diffuse systemic sclerosis in Dalmatia county, Croatia
Mislav Radi¢, DuSanka Martinovi¢ Kaliterna, Josipa Radic¢, Damir Fabijanic, Vedran Kovacic¢
University Hospital Split, Croatia

Impact of metacarpophalangeal and proximal interphalangeal joints flexion contractures on
disability and health-related quality of life in systemic sclerosis

Mislav Radi¢, DuSanka Martinovi¢ Kaliterna, Josipa Radi¢

University Hospital Split, Croatia

Peripheral neuropathy in systemic sclerosis patients
Diana Vucina, Dusanka Martinovic¢ Kaliterna, Mislav Radic¢
University Hospital Split, Croatia

Systemic sclerosis — clinical and immunological features of 211 patients of Slovak population
Jozef Lukac, Olga Lukacova, Jozef Rovensky, Frantisek Malis, Peter Poprac, Alena Tuchyriova,
Roman Stancik, Darina Kozakova, Karol Bitter

National Institute of Rheumatic Diseases, Piestany, Slovakia
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P12 Altered cellular immunity in diffuse cutaneous systemic sclerosis
Gabor Papp’, lldiké Fanny Horvath', Sandor Barath’, Edit Gyimesi’, Péter Szodoray?,
Margit Zeher'
'University of Debrecen, Hungary, ?Rikshospitalet University of Oslo, Norway

P13  Evaluation of the cardiopulmonary status in systemic sclerosis patients with ergospirometry
and stress echocardiography
Daniella Hullé!, Gergely Agoston’, Jénos Varga', Imre Lajké', Agnes Milassin’, Attila Somfay’,
Albert Varga', Attila Palinkas?, Laszlé Kovacs'
"University of Szeged, ?Erzsébet Hospital, Hédmez&vasarhely, Hungary

P14 Selected risk factors for coronary heart disease in patients with psoriatic arthritis, who were
treated in the rheumatology clinic in Wroclaw between 2008-2009
Renata Sokolik, Dominik Samotij, Agata Sebastian, Arkadiusz Chlebicki, Piotr Wiland
Rheumatology Clinic, Wroclaw, Poland

P15  '8Holmium-phytate-radiosynoviorthesis in rheumatoid arthritis. Five years clinical results.
Phase lll. prospective study
Margit Szentesi, Pal Géher
Polyclinic of the Hospitaller Brothers of St. John of God, Budapest, Hungary

P16  Regulation of CD3 expression on human T-lymphocytes
Gyérgy Nagy, Barbara Ersek, Zoltan Wiener, Melinda Récz, Edit Buzas, Viktor Molndr,
Pal Géher, Andras Falus
Semmelweis University, Budapest, Hungary

P17  The impact of the anti-cyclic-citrullinated peptide antibody status in the management of
patients with early rheumatoid arthritis in Hungary: Results from an interim analysis
Péter Juhdsz', Katalin Dankd?, Katalin Fazekas®, Ramona Gaal', Judit Korda', Hajnalka Laczkd?,
Nora Nusser®, Katalin Seregély®, Janos Szasz’, Eszter Tovarf, Edit Viereckei', Orsolya Nagy?,
Gyula Poor’
"National Institute of Rheumatology and Physiotherapy, Budapest, 2University of Debrecen,
sSzent Ferenc Hospital, Miskolc, 4Vaszary Kolos Hospital, Esztergom, ®Zsigmondy Vimos
Hospital, Harkany, ®Bacs-Kiskun County Hospital, Kecskemét, ’I. Rheumatology Clinic,
Székesfehérvar, 8integrated Health Care Institution of Pécs, °Abbott Laboraties (Hungary) Ltd.,
Budapest, Hungary

P18  Correlation between clinical manifestation and immune-genetic determinants at patients with
psoriatic arthritis in Republic of Moldova
Liliana Groppa, Liudmila Gonta, Eugeniu Russu
State Medical and Pharmaceutical University “Nicolae Testemitanu”, Kishinau, Moldova

P19  Assessment of clinical efficiency of tocilizumab in disease evolution of patients from Moldova
with rheumatoid arthritis
Liliana Groppa, Daniela Cepoi-Bulgac, Eugeniu Russu, Laura Vremis, Hellis Osama
State Medical and Pharmaceutical University “Nicolae Testemitanu”, Kishinau, Moldova

P20  Influence of glucose level control in blood on evolution of inflammatory joint syndrome at
patients with a diabetes mellitus type 2.
Liliana Groppa, Lia Chislari, Eugeniu Russu, Zinaida Anestiadli
State Medical and Pharmaceutical University “Nicolae Testemitanu”, Kishinau, Moldova

P21 Research of a bone metabolism at patients with diabetes mellitus type 2.

Liliana Groppa, Lia Chislari, Eugeniu Russu, Zinaida Anestiadi
State Medical and Pharmaceutical University “Nicolae Testemitanu”, Kishinau, Moldova
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142

p22

P23

P24

P25

P26

p27

P28

P29

P30

P31

P32

The role of Th17 cells in spondylitis ankylopoetica
Attila Balog’, Balazs Szalay?, Laszlé Kovacs', Daniella Hulld!, Barna Vasarhelyi?
"University of Szeged, 2Semmelweis University, Budapest, Hungary

Frequency of myostitis-specific and myositis-associated autoantibodies in the serum of
patients with idiopathic inflammatory myopathies

Katalin Dankd’, Melinda Vincze', Judit Tumpek’, Laszloné Szélidsi', Peter J. Charles?
"University of Debrecen, Hungary, 2Kennedy Institute, Imperial College London, United
Kingdom

Anti-Pm-Scl autoantibody positivity in patients with idiopathic inflammatory myopathy

Andrea Vancsa’, Peter J. Charles?, Julia Nemeth?®, Andrea Ponyi*, Judit Tumpek’, Melinda
Vincze', Katalin Dankd’

"University of Debrecen, Hungary, 2Kennedy Institute, Imperial College London, United
Kingdom, National Institute of Health, Budapest, “Semmelweis University, Budapest, Hungary

Association of idiopathic inflammatory myositis and myasthenia gravis

Anna Bazso', Anna Polgar!, Edit Vereckei', Maria Judit Molnar?, Gyula Podr’, Emese Kiss'
"National Institute of Rheumatology and Physiotherapy, 2Semmelweis University, Budapest,
Hungary

Anti muscarinic receptor-3 autoantibodies in secondary Sjégren’s syndrome

Magdolna Dedk, Néra Argyelan, Attila Balog, Daniella Hulld, Gyula Pokorny, Méria Kiss, Gabor
Toth, Laszlo Kovacs

University of Szeged, Hungary

The immune-modulating role of vitamin A, D and E in the pathogenesis of primary Sjégren’s
syndrome

lldikd Fanny Horvath, Gabor Papp, Sandor Barath, Péter Szodoray, Margit Zeher

University of Debrecen, Hungary

Thalidomide in the treatment of Behcet's syndrome in a 16 year old girl

Elena Koskova', Daniela Salatova?, Stanislava BlaZickova', Viadimir Bosak’, Jozef Rovensky’
"National Institute of Rheumatic Diseases, Piestany, 2Pediatric Rheumatology Outpatient’s
Department, Zilina, Slovakia

Investigation of connective tissue diseases depending on serologic markers in young women
who have somatisation disorders order and carried out systemic interrogation in details
Ozgur Tanriverdi

Safak Health Group Goztepe Hospital, Istanbul, Turkey

The effect of the different doses of alfacalcidol on regulatory T-cells in patients with
undifferentiated connective tissue disease

Eva Z6ld, Séndor Barath, Janos Kappelmayer, LaszIé Csathy, Edit Gyimesi, Agota Hajas,
Margit Zeher, Gyula Szegedi, Edit Bodolay

University of Debrecen, Hungary

What is the minimum duration of symptoms to suspect undifferentiated arthritis?

Burkhard F. Leeb’, Pia M. Haindl', Klaus P Machold?, Bernhard Rintelen’, Manfred Herold?
"Lower Austrian State Hospital Weinviertel Stockerau, 2Universitatsklinik Il AKH Wien,
SUniversitatsklinik Innsbruck, Austria

Initial therapy in patients with undifferentiated peripheral inflammatory arthritis: A systematic
literature review

Burkhard F. Leeb’, Pia M. Haindl', Hans Peter Brezinschek?, Bernhard Rintelen’, Gabriele
EberP

"Lower Austrian State Hospital Weinviertel Stockerau, 2Universitatsklinik Graz, Rheumaklinikum
Malcherhof, Baden, Austria
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P33

P34

P35

P36

P37

P38

P39

P40

P41

Optimal time to start disease modifying therapy in patients with undifferentiated peripheral
arthritis: A systematic literature review and expert consensus

Burkhard F. Leeb’, Pia M. Haindl', Gabriele EberF, Manfred Herold®, Bernhard Rintelen’
"Lower Austrian State Hospital Weinviertel Stockerau, 2Rheumaklinikum Malcherhof, Baden,
SUniversitatsklinik Innsbruck, Austria

A comparison of patient questionnaires and composite indexes in routine care of rheumatoid
arthritis patients

Burkhard F. Leeb, Judith Sautner, Harsono T. Mai, Pia M. Haindl, Bernhard Rintelen

Lower Austrian State Hospital Weinviertel Stockerau, Austria

Usefulness of procalcitonin measurement in differentiating between activity of systemic
autoimmune disease and bacterial infection

Olga Sleglova’, Helena Dejmkova’, Jana Uhrova?, Jaromir Belacek®

Institute of Rheumatology, 2Institute of Clinical Biochemistry, *Charles University, Prague,
Czech Republic

Measurement of interleukin-1-receptor antagonist in patients with systemic lupus
erythematosus could predict renal manifestation of the disease

Boglarka Brugds', Emese Kiss?, Gyula Szegedi’, Sandor Sipka’, Margit Zeher

'University of Debrecen, 2National Institute of Rheumatology and Physiotherapy, Budapest,
Hungary

Involvement of specific types of laminin in glomerulal basement membrane of patients with
lupus nephritis and monitoring of serum levels of laminin as possible marker of organ damage
Hana Ciferska’, Pavel Horak!, Josef Zadrazil', Zuzana Hermanova?, Yrjo Konttinen?®,

Martin Tichy’

"University of Olomouc, 2Faculty Hospital, Olomouc, Czech Republic, 2University of Helsinki,
Finland

Challenges and experiences of teaching courses of the modified Rodnan skin score
assessment in systemic sclerosis

Tiinde Minier!, Ruxandra lonescu?, Simona Rednic®, Nemanja Damjanov?, Cecilia Varju',
Zoltan Nagy?®, LaszIo Czirjak’

"University of Pécs, Hungary, 2Carol Davila University of Medicine and Pharmacy, Bucharest,
Romania, 2University of Medicine and Pharmacy luliu Hatieganu, Cluj-Napoca, Romania,
“YInstitute of Rheumatology Belgrade, Serbia, 5Szatmar-Bereg Hospital and Medical Bath,
Fehérgyarmat, Hungary

Construct validity evaluation of the European Scleroderma Study Group activity index, and
investigation of possible new disease activity markers in systemic sclerosis

Tinde Minier!, Zoltan Nagy?, Zsdfia Balint’, Helka Farkas', Gabor Kumanovics’, Diana Simon’,
Cecllia Varju', Péter Németh', LaszIo Czirjak’

"University of Pécs, 2Szatmar-Bereg Hospital and Medical Bath, Fehérgyarmat, Hungary

Patient and physicians global assessment on disease activity of rheumatoid arthritis
Bernadette Rojkovich', Andrds Inotai?, Agnes Mészaros?, Emese Jaszay', Katalin Imre’,
Gyérgyi Mészaros’

'Polyclinic of the Hospitaller Brothers of St. John of God, 2Semmelweis University, Budapest,
Hungary

The rheumatoid arthritis EULAR response criteria compared to the RADAI-5 response in daily
routine

Bernhard Rintelen, Pia M. Haindl, Judith Sautner, Barbara A. Leeb, Christiane Kaspatr,
Burkhard F. Leeb

Lower Austrian State Hospital Weinviertel Stockerau, Austria

Hungarian Rheumatology, 2010, 51, 134-149. 143




Scientific programme of the 8" Central European Congress of Rheumatology, September 25" (Saturday)

144

P42

P43

P44

P45

P46

P47

P48

P49

P50

Proposals for thresholds to express improvement and deterioration in rheumatoid arthritis
patients according to the RADAI-5

Bernhard Rintelen, Judith Sautner, Christiane Kaspar, Pia M. Haindl, Barbara A. Leeb,
Burkhard F. Leeb

Lower Austrian State Hospital Weinviertel Stockerau, Austria

Summary findings of a systematic review of global ultrasound scores for the assessment of
synovitis in rheumatoid arthritis

Péter Mandl', Péter V. Balint', Esperanza Naredo?, Richard J. Wakefield®, Maria-Antonietta
D’Agostino®, on behalf of the OMERACT-EULAR Ultrasound Group

"National Institute of Rheumatology and Physiotherapy, Budapest, Hungary, 2Hospital Severo
Ochoa, Madrid, Spain, *University of Leeds, Chapel Allerton Hospital, Leeds, United Kingdom,
4Paris-Ouest-Versailles Saint Quentin en Yvelines University, Paris, France

Ultrasound for detecting abnormal effusion and synovial proliferation in the knee — which knee
position is the best?

Péter Mandl’, Lene Terslev?, Wolfgang A. Schmidt®, Myriam Brossard?, Péter V. Balint’,
Esperanza Naredo®, Richard J. Wakefield®, Maria-Antonietta D’Agostino” on behalf of the
OMERACT-EULAR Ultrasound Group

"National Institute of Rheumatology and Physiotherapy, Budapest, Hungary, 2University of
Copenhagen Hospitals at Hvidovre and Glostrup, Denmark, *Medical Centre for Rheumatology
Berlin-Buch, Immanuel Krankenhaus, Berlin, Germany, “Versailles-Saint Quentin en Yvelines
University; APHP, Ambroise-Paré Hospital, Boulogne-Billancourt, France, SHospital Severo
Ochoa, Madrid, Spain, ®University of Leeds, Chapel Allerton Hospital, Leeds, United Kingdom,
"Paris-Ouest-Versailles Saint Quentin en Yvelines University, Paris, France

Tumor necrosis factor alpha and soluble tumor necrosis factor receptor type 1 levels
comparison in blood serum in rheumathoid arthritis and ankylosing spondylitis patients

Inita Bulina’, Daina Andersone’, Vladimirs Lavrentjevs?, Janis Arajs?, Ineta Astica?, Julija Zepa?,
Evita Sikora?, Sarmite Abelite?, Inta Jaunalksne?

"Latvian University, ?Pauls Stradins Clinical University Hospital, Riga, Latvia

Radiological particularities of joint involves in women with ankylosing spondylitis in correlation
with HLA-B27 antigen

Oxana Sirbu, Liliana Groppa, Eugeniu Russu

State Medical and Pharmaceutical University “Nicolae Testemitanu”, Kishinau, Moldova

Experience with the use of Quantiferon test, a novel method to detect tuberculosis, in two
arthritis centers in Budapest, Hungary

Istvén A. Juhdsz', Judit Korda?, Bernadette Rojkovich'

"Polyclinic of the Hospitaller Brothers of St. John of God, ?National Institute of Rheumatology
and Physiotherapy, Budapest, Hungary

Experiences with tumour necrosis factor alpha inhibitors in patients with juvenile idiopathic
arthritis. Hungarian data from the National Institute of Rheumatology and Physiotherapy
registry

Krisztina Sevcic', llonka Orban’, Valentin Brodszky?, Anna Bazso', Zsolt Balogh', Emese Kiss'
"National Institute of Rheumatology and Physiotherapy, 2Corvinus University, Budapest,
Hungary

Treatment of adult juvenile idiopathic arthritis patients with TNF-blockers and effect of
switching to a second anti-TNF agent. Data from the Czech National Registry

Katerina Jarosova', Karel Chroust?, Lucie BureSova?, Jifi Vencovsky’

'Charles University Prague, 2Institute of Biostatistics and Analyses, Brno, Czech Republic

Biological therapy in patients with rheumatoid arthritis (observation for longer time)

Olga Lukacova, Jozef Lukac, Jozef Rovensky
National Institute of Rheumatic Diseases, Piestany, Slovakia

Hungarian Rheumatology, 2010, 51, 134-149.




Scientific programme of the 8" Central European Congress of Rheumatology, September 25" (Saturday)

P51

P52

P53

P54

P55

P56

P57

P58

P59

P60

A long-term follow up in the Czech National Registry ATTRA: Efficacy of anti-TNF-alpha
inhibitors on the quality of life in rheumatoid arthritis and ankylosing spondylitis patients
Katarina Hviséova', Liliana Sedova’, Karel Chroust?, Lucie BureSova?, Karel Pavelka’
"Institute of Rheumatology Prague, 2Masaryk University, Brno, Czech Republic

Assessment of fatigue in patients with ankylosing spondylitis receiving biological TNF
antagonist therapy

Secil Demirdal, Fatima Yaman, Hasan Toktas, Vural Kavuncu

Afyon Kocatepe University, School of Medicine, Afyonkarahisar, Turkey

Methotrexate-naive psoriatic arthritis patients respond rapidly to infliximab plus methotrexate
therapy — results from the RESPOND trial

Helena Raffayova’, N. Kungurov?, A. Kubanova?®, A. Baranaskaite?, A. Venalis®, L. HelmleS, E.
Nasonov’”

"National Institute of Rheumatic Diseases, Piestany, Slovakia, 2Ural Dermatovenerology
Institute, Jekaterinburg, Russia, *Centra DermatoVenerology Institute, Moscow, Russia,
4Kaunas MedicalUniversity Hospital, Lithuania, Vilnius University Hospital, Lithuania,
8Schering-Plough Corp., Budapest, Hungary, “Central Rheumatology Institute, Moscow,
Russia

Biologic therapy and pregnancy

llona Ujfalussy', Bernadette Rojkovich?, Eva Kod? LaszIé Czirjak?, Cecilia Varjs, Zoltan
Szekanecz’, Katalin Nagy?, llonka Orban®

"Ministry of Defence, State Medical Centre, Budapest, 2 Polyclinic of the Hospitaller Brothers
of St. John of God, Budapest, 3University of Pécs, “University of Debrecen, ®Markhot Ferenc
Hospital, Eger, ®National Institute of Rheumatology and Physiotherapy, Budapest, Hungary

TNF-alpha antagonist treatment of renal amyloidosis complicating rheumatoid arthritis. A five-
year follow-up of two patients

Gyérgyi Meészaros', Kalman Polner?, Bernadette Rojkovich’, Istvan A. Juhdsz'

"Polyclinic of the Hospitaller Brothers of St. John of God, 2St. Margit Hospital, Budapest,
Hungary

HLA-DRB1*15 is associated with very high levels of anti-cyclic citrullinated peptide antibodies
and non response to infliximab in rheumatoid arthritis

Judit Laki 2, Emeli Lundstrédm?, Omri Snir?, Johan Rénnelid®, Saedis Saevarsdottir?, Marius
Wick?, Lars Alfredsson?®, Lars Klareskog?, Leonid Padyukov?

"Ministry of Defence, State Medical Centre, Budapest, Hungary, ?Karolinska Institutet,
Stockholm, SUppsala University, Sweden

On the occurrence of compelling reasons for the interruption of treatment with TNF-alpha
inhibitors

Eva Lényi, P&l Géher

Polyclinic of the Hospitaller Brothers of St. John of God, Budapest, Hungary

Difficulties in the management of patients with biological therapy
Katalin Nagy, Judit Jasz, Maria Pelsdczy, Eszter Deak
Markhot Ferenc Hospital, Eger, Hungary

Tocilizumab induced Tako-Tsubo cardiomyopathy in a patient with rheumatoid arthritis
Angéla Toth’, llona Markus’, Kldra Barabas?, LaszIo Krivanek?, Gyula Podr!

"National Institute of Rheumatology and Physiotherapy, 2Health Service of First District of
Budapest, Hungary

Comparison of occurrence of adverse events in patients with rheumatoid arthritis and anky-
losing spondylitis treated with biologic therapy in Czech National Registry ATTRA

Sérka Forejtovd’, Hermann Mann', Karel Chroust?, Lucie BureSova? Karel Pavelka’
"Institute of Rheumatology, Prague, 2Institute of Biostatistics and Analyses, Brno, Czech
Republic
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Acquired inhibitor to factor VIII in patient with rheumatoid arthritis previously on biologics
Katalin Imre’, LaszIo Nemes?, Bernadette Rojkovich’

"Polyclinic of the Hospitaller Brothers of St. John of God, ?Ministry of Defence, State Medical
Centre, Budapest, Hungary

Effectiveness of leflunomide in psoriatic joint and skin disease: Results from a multinational
non-interventional study of psoriatic arthritis treated with leflunomide

F. Behrens'?, K. Pavelka®, J. Stolfa®, A. Sipek-Dolnicar*, H. Burkhardt'2, On behalf of the
OSFAL-Study Group

'Johann Wolfgang Goethe University, Frankfurt am Main, Germany, 2Rheumazentrum Rhein-
Main, Germany, Institute of Rheumatology, Prague, Czech Republic, “University Medical
Center Ljubljana, Slovenia

Association of methotrexate treatment and serum levels of Dickkopf-1 and cartilage oligomeric
matrix protein in rheumatoid arthritis patients

Jerzy Swierkot, Katarzyna Gruszecka Marczynska, Agnieszka Matuszewska, Piotr Wiland
Wroclaw Medical University, Poland

Life-threatening leucopenia during methotrexate therapy of rheumatoid arthritis

Petr Bradna, Jaroslav Maly, Tomas Soukup, Alzbeta Zavrelova, Jan Toms, Oldrich Siroky,
Miroslav Pecka, Dalibor Milka

Charles University Faculty of Medicine and University Hospital, Hradec Kralove, Czech
Republic

Retrospective study of polymyalgia rheumatica treated with glucocorticoids plus methotrexate
Zsuzsa Schmidt, Gydrgy Hittner, Gyula Podr
National Institute of Rheumatology and Physiotherapy, Budapest, Hungary

Sympathoneural and adrenomedullary responses to orthostasis in female patients with
rheumatoid arthritis

Jozef Rovensky, Miroslav Vicek, Adela Penesova, Martin Zlnay, Anna Scipova, Zofia Radikova,
Richard Imrich

Institute of Experimental Endocrinology, Bratislava, Slovakia

Age peculiarities of bone loss in women with rheumatoid arthritis
Vladyslav Povoroznyuk, Tetyana Karasevska
Institute of Gerontology AMS, Kiev, Ukraine

Osteoporosis in patients of different age with ankylosing spondylitis
Vladyslav Povoroznyuk
Institute of Gerontology AMS, Kiev, Ukraine

Vitamin-D deficiency and insufficiency in Ukrainian population

Viadyslav Povoroznyuk, Nataliya |. Balatska, Victor Y. Muts, Tetiana Y. Solonenko, Volodymyr
Vayda

Institute of Gerontology AMS, Kiev, Ukraine

Effect of zolendronic acid in treatment of postmenopausal women with osteoporosis

Viadyslav V. Povoroznyuk, Nataliia Grygorieva, Volodymyr Vayda, Nataliia Dzerovych, Nataliya .
Balatska

Institute of Gerontology AMS, Kiev, Ukraine

Prevention of osteoporosis in Northern youth
Milana Petrova N.
North-Eastern Federal University, Yakutsk, Russia

The role of Vitamin-D and calcium in prevention of postmenopausal osteoporosis

Nikolov Tatjana’, Vladimir Bobic?, Branislav Bobic'
'Institute for Rheumatology Novi Sad, ?Pfizer H.C.P, Corporation Beograd, Serbia
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A ten year study of clinical fractures, changes in density, risk factors and FRAX in normal and
osteopenic postmenopausal women

Csaba Kiss, Eva Ruzicska, Gyula Podr

National Institute of Rheumatology and Phisiotherapy, Budapest, Hungary

Evaluation of Achilles tendon and plantar fascia in diffuse idiopathic skeletal hyperostosis by
ultrasound and X-ray

Csaba Kiss, Addm Mester, Péter Mandl, Eva Ruzicska, Péter Balint, Gyula Podr

National Institute of Rheumatology and Physiotherapy, Budapest, Hungary

Quantifying of serum concentration of beta crosslaps as a factor of estimate in efficacy
bisphosphonate therapy in postmenopausal women with osteoporosis

Aleksandar Jovanovski', Olgica Rankovic!, Jadranka Bozovic-Jelic!, Zoran Gruijic?
'Regional Hospital Sabac, 2Special Hospital for rheumatology Banja Koviljaca, Serbia

Proposition for a national training program in musculoskeletal ultrasound in Hungary, based on
available programs in Europe and in the United States

Katalin Ats, Péter Mandl, Eva Ruzicska, Gydrgy Hittner, LdszI6 Hodinka, Péter Balint,

Gyula Podr

National Institute of Rheumatology and Physiotherapy, Budapest, Hungary

Psychosomatic status in patients with gout
Larisa Rotaru, Liliana Groppa, Elena Deseatnicova, Mircea Revenco
State Medical and Pharmaceutical University, Kishinau, Moldova

Cognitive dysfunction in the Czech population of patients with systemic lupus erythematosus
Radka Svobodova', Marie Posmurova’, Vera Peterova?, Petr Kozelek?, lvana Putova’, Marketa
Fojtikova', Ctibor Dostal’, Marta Olgjarova’

Institute of Rheumatology, 2Faculty Hospital of Charles University, Prague, Czech Republic

Rehabilitation in rheumatology in the era of biological therapy
Marta Kiraly, Judit Ortutay
National Institute of Rheumatology and Physiotherapy, Budapest, Hungary

Inpatient rehabilitation of musculoskeletal diseases in centres of the Austrian Pension
Insurance Institution — data of outcome measurement

Werner Kullich!, Rudolf Miller?

'LBG, Institute for Rehabilitation, Cluster Rheumatology, Balneology, Rehabilitation, Saalfelden,
2PVA - Pension Insurance Institution, Vienna, Austria

Clinical characteristics of 97 patients with inflammatory myopathy

Cecilia Varja, Tinde Minier, Monika Péter, Krisztina Parti, Gabor Kumanovics, Daniel Kehl, Timea
Berki, Digna Simon, LaszIo Czirjak

University of Pécs, Hungary

Clinical characteristics of patients with immunodeficiency syndromes
Ddra Niedermayer, Gabor Kumanovics, LaszIo Czirjak, Timea Berki, Gabor SGtd
University of Pécs, Pécs, Hungary

Distinct phenotypes in mixed connective tissue disease: Subgroups and survival

Agota Hajas', Péter Szodoray?, Eva Zold', Istvan Csipd', Margit Zeher!, Gyula Szegedi', Edit
Bodolay’

'University of Debrecen, Hungary, 2University of Oslo, Norway

About Wegener’s granulomatosis: Results from a single centre

Anna Polgar, Gyula Podr, Emese Kiss
National Institute of Rheumatology and Physioterapy, Budapest, Hungary
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Formal pathogenesis of AA amyloidosis in rheumatoid arthritis

Mikiés Bély ', Agnes Apéthy?

"Polyclinic of the Hospitaller Brothers of St. John of God, 2National Institute of Rheumatology
and Physiotherapy, Budapest, Hungary

High prevalence of amyloidosis AA in patients with adult onset Still’'s disease
Arkadiusz Chlebicki', Bozena Kowalewska', Eliza Roszkowska', Renata Wojtala?, Piotr Wiland’
'Academic Clinical Hospital Wroctaw, 2Medical University, Wroctaw, Poland

Pregnancy in patients with systemic connective tissue diseases. Results of two-years study
Dana Tegzova', Katerina Andelova?, lvana Kucerova?
Charles University, 2Institute for the Care of Mother and Child, Prague, Czech Republic

Primary Sjogren’s syndrome associated liver involvement
Gabor Saté, Timea Berki, LaszI6 Palinkas, Péter Németh, Laszlo Czirjak
University of Pécs, Hungary

Muckle Wells syndrome in a Hungarian girl
llonka Orban, Krisztina Sevcic, Emese Kiss
National Institute of Rheumatology and Physiotherapy, Budapest, Hungary

Subcutan calcinosis: Case history
Angéla Fulop, Bernadette Rojkovich
Polyclinic of the Hospitaller Brothers of St. John of God, Budapest, Hungary

Diagnostic difficulties and therapeutic success in a case with primary central nervous system
vasculitis

Edit Vereckei, Anna Bazsd, Gyula Poor, Emese Kiss

National Institute of Rheumatology and Physiotherapy, Budapest, Hungary

Scintigraphic, biochemical and clinical response to zoledronic acid treatment in patients with
Paget’s disease of bone

Judith Donath, Gyula Podr

National Institute of Rheumatology and Physiotherapy, Budapest, Hungary

Undenaturated collagen type I. in the treatment of painful osteoarthritis of the knee

Roman Stancik’, Jozef Rovensky', Jozef Zvarka', Maria Stancikova’', Marian Hlavac?, Viadimir
Kubinec?

"National Institute of Rheumatic Diseases, Piestany, 2FDR Hospital, Banska Bystrica, Slovakia

Effect of virgin olive oil phonophoresis on exercise-induced chondromalacia

Babak Nakhostin-Roohi', S. Bohlool?, F. Khoshkhahesh?®

'Islamic Azad University-Ardabil Branch, 2Ardabil University of Medical Sciences, The
University of Mohaghegh-Ardabili, Iran

Significance of some oxidant and antioxidant enzymes in fiboromyalgia
Daniela Cepoi-Bulgac
State Medical and Pharmaceutical University “Nicolae Testemitanu”, Kishinau, Moldova

Direct costs of chronic low back pain in Austria
Ernst Wagner
RSKA der NOEGKK, Baden, Austria

National Health Service, insurance companies — from medical expert point of view

Krisztina Baraczka
Semmelweis University Budapest, Hungary
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Self help groups for patients with arthritis/rheumatism in Hungary
Judit Ortutay
National Institute of Rheumatology and Physiotherapy, Budapest, Hungary

Efficacy of teriparatide in the treatment of severe osteoporosis
Satellite symposium: Eli Lilly
Chairman: Juraj Payer

Welcome and objectives of the symposium
Juraj Payer
Comenius University, Bratislava, Slovakia

Anabolic therapy in the severely osteoporotic patient

Astrid Fahrleitner-Pammer

Medical University of Graz, Austria

Clinical presentation and treatment of glucocorticoid-induced osteoporosis

Willem F. Lems
Vrije Universty Medical Centre Amsterdam, The Netherlands

Discussion

Coffee break

New worlds in rheumatoid arthritis management

Satellite symposium: Roche

Chairman: Gyula Podr

B-cell therapy: A “positive” direction to personalized healthcare in rheumatoid arthritis
Zoltan Szekanecz

University of Debrecen, Hungary

Tocilizumab efficacy: The science of IL-6R inhibition

LaszIo Czirjak

University of Pécs, Hungary

Safety of tocilizumab in patients with rheumatoid arthritis: Analysis of long-term extension
studies

Ronald van Vollenhoven

Karolinska University Stockholm, Sweden

Discussion

Closing of the CECR

Lunch-time

Opening of the Congress of the Hungarian Association of Rheumatologists
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Synovial biopsy for the assessment of rheuma-
toid arthritis and the action of biologics

Paul Peter Tak

Academic Medical Center, University of Amsterdam,
The Netherlands

Examination of serial synovial biopsies has been
instrumental in the evaluation of novel targeted thera-
pies in rheumatoid arthritis (RA). This approach,
which is generally well-tolerated by the patients, has
been used in various ways to provide insight into the
pathogenesis of the disease and the mechanism of
action of the therapy (for instance, TNF blockade and
rituximab treatment), as well as for selection purposes
during early drug development (e.g. chemokine and
chemokine receptor antagonists). For the latter objec-
tive, three types of data are obtained: (1) clinical data
(e.g. the DAS28); (2) synovial biomarkers specifically
related to the mechanism of action of the therapy, for
example, CCR1-positive cells in the synovium and
peripheral blood after anti-CCR1 therapy or B cells
and plasma cells after rituximab treatment; and (3)
biomarkers that are related to changes in clinical signs
and symptoms independent of the primary mecha-
nism of action (thus far, most of the data are available
for CD68-positive macrophages in RA). Based on
these data, we recommend a rethinking of the thera-
peutic strategy to large clinical trials when there is no
change in DAS28, no specific effects related to the
mechanism of action and no change in macrophage
numbers after treatment: the drug might not hit the
target effectively or the concept behind the role of
the target in the pathogenesis might be wrong. When
there is a signal in at least one of the variables, the
next step would be to test the drug in conventional
studies to determine whether the biological effect
translates into clinically relevant improvement. Such
proof-of-concept studies can also help to optimize
the range of dosages to be tested in the phase I/l
trials. Taken together, analysis of molecular markers
in synovial tissue is increasingly used in clinical tri-
als on targeted therapies. With this approach, tissue
specificity is not a problem and examination of serial
biopsy samples can be used to monitor the response
in individual patients and screen for interesting biologi-
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cal effects at the site of inflammation. It can be antici-
pated that future development will include the use of
more extensive markers of joint degradation — in addi-
tion to the available markers of inflammation — as well
as the use of panels of biomarkers in synovial tissue
samples combined with other biomarkers.

Bone marrow in the pathogenesis of rheuma-
toid arthritis

Wiodzimierz Maslinski, Weronika Rudnicka, Ewa
Warnawin, Anna Radzikowska, Monika Prochorec,
Tomasz Burakowski, Magdalena Chorazy-Massalska,
Ewa Kontny, Pawet Matdyk

Institute of Rheumatology, Warsaw, Poland

Despite intensive research and great progress in
understanding mechanisms contributing to chronic
inflammation and joint destruction in rheumatoid
arthritis (RA), the pathogenesis of this disease still
remains unknown. Recent data indicate that beside
affected joints, lymphoid organs, and especially
the bone marrow (BM) compartment may actively
participate in the initiation and perpetuation of the
autoimmune-inflammatory processes in RA. BM
edema, reflecting true inflammation, is often seen
both in early as well as in advanced RA. Recent
analysis of RA bone marrow confirms ongoing
abnormal immune processes in this compartment.
Comparison of RA and osteoarthritis (OA) clearly
document overproduction of proinflammatory cyto-
kines: IL-1, IL-6, TNF-a, IL-15 and IL-17, and osteo-
clastogenic RANKL in RA bone marrow. Moreover,
activated, memory type CD4+ and CD8+, and Th17
T-cells are present in situ in higher numbers in RA.
Higher ratio of CD4+/CD8+ T cells expressing early
activation marker CD69 in RA bone marrow suggest
their activation in situ. In addition, reduced numiber of
forkhead box P3 (FOXP3) positive regulatory T-cells is
present in RA, in comparison to OA indicates lower
capacity of immunoregulation in RA bone marrow.
Histological analysis of RA bone marrow, obtained by
trephine biopsies, revealing the presence of germinal
centers with higher proportions of CD4+ T-cells, not
only in advanced RA but also in the early stages of
RA, confirms involvement of this compartment in the
autoimmune immune processes from the beginning
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of the disease. Although at present it is not entirely
clear what triggers the inflammation in RA BM, our
data indicate higher frequency and levels of eubacte-
rial DNA than in OA BM. Functional TLR9, respond-
ing to bacterial DNA by increased proinflammatory
cytokine production (TNF-a, IL-6), overexpression
of costimulatory molecules (CD86), proliferation and
differentiation toward plasma cells, are gained by
BM B-cells at pre-B/immature B-cell stages of their
maturation in BM. These effects are enhanced in the
presence of IL-15. Freshly isolated RA BM CD20+
B-cells exert higher CD86 expression than OA bone
marrow cells, suggesting their activation in situ.
Taken together these data indicate important role of
BM compartment in the initiation and/or propagation
of inflammation in RA that should be considered for
successful targeted therapies in RA.

Cytokine activities in rheumatoid arthritis patho-
genesis

lain Mclnnes

University of Glasgow, Scotland

Cytokines are central to the initiation and perpetua-
tion of the synovial inflammatory response in rheuma-
toid arthritis (RA). We have recently been exploring
those pathways that perpetuate cytokine production
including cellular interactions, lipid interactions and
epigenetic regulatory pathways. It remains our con-
tention that unraveling these interactions will lead to
increased pathogenetic understanding and in due
course to refined therapeutic interventions.

B-cells and their targeting in rheumatoid arthritis
Péter Szodoray
University of Oslo, Norway

Rheumatoid arthritis (RA) is a chronic, systemic auto-
immune disease that affects primarily the joints and
results in their progressive destruction.

Although T-cells greatly outnumber B-cells in RA
synovium, synovial tissue is nevertheless an active
site of B-cell differentiation. Plasma cells are present
and synovial tissue is an antibody-producing organ
in RA. Furthermore, in RA joints and synovial mem-
brane, B-cells secrete cytokines (e.g. IL-6, IL-10,
TNF-0) and chemokines, and may function as anti-
gen presenting cells. The central function of B-cells
identifies them as excellent targets for immunosup-
pressive therapy. Targeting the B-cell antigen CD20
by Rituximab (RTX) causes rapid and specific B-cell
depletion. Following B-cell depletion in patients with
RA, a positive clinical response occurred in correla-
tion with a significant drop in the levels of CRP and
autoantibodies (IgA-, IgM-, and IgG-class RF, and
anti-CCP). Contrary to CD20, CD19 expression can
be detected on pro-B cells, as well as on all mature

B-cell subsets and even in a fraction of mature plas-
ma cells. Targeting of CD19 is a promising alterna-
tive and trials with humanized anti-CD19 antibodies
are under development. Another potential, effective
B-cell and pre-plasma cell target could be CD79;
which in addition to cell-death initiation, also inhibits
B-cell receptor (BCR) activation and could contribute
to ectopic germinal center depletion.

Interfering with B-cell co-stimulatory molecules/
molecular pairs, amongst others CD40, CD40L
(CD154), inducible costimulator (ICOS) and its ligand
(ICOS-L), can lead to disrupted B-cell activation. Toll-
like receptors (TLRs), mainly TLR 7 and 9 can induce
B-cell activation upon ligand encounter, and eventu-
ally lead to autoantibody production; TLR 9/7 inhibi-
tor is under development for RA. Anti-cytokine (IL-6,
IL-17, IL-21, LT, TNF-a. and chemokine (CXCL10, 12,
13) therapy can be efficacious in RA by the disrup-
tion of B-cell activation and autoantibody production,
B-cell synovial migration and ectopic GC formation.
Presumably one of the most important molecules
in B-cell stimulation is BAFF/BLyS (B-cell activating
factor). BAFF and APRIL (a proliferation-inducing
ligand) are members of the TNF superfamily. BAFF
induces B-cell proliferation and differentiation In
vitro, BAFF increases survival of both immature and
mature B-cells and serum levels of BAFF have been
shown to be elevated in patients with RA. Moreover,
BAFF levels correlated positively with RF titers among
seropositive  RA patients. Anti-BAFF antibodies
(Belimumab) or BAFF-R-Ig provide selective BAFF
blockade, whereas agents that bind TACI (TACI-Ig;
Atacicept) interrupt both BAFF and APRIL-mediated
signaling. Targeting BAFF/APRIL has shown clinical
promise and safety in a phase 2 study of Belimumab
and a phase 1b study of Atacicept. Post-receptor
targeting, aiming the effector signal transduction
pathways, including the spleen tyrosine kinase (Syk),
required for proximal BCR signaling has also been
found efficacious in early clinical trials in RA. Finally,
the recent identification of regulatory B-cells (B-reg)
may warn for cautious B-cell depletion in RA. The
better insight in the pathogenic role of B-cells pro-
vides opportunities to improve prognosis and therapy

of RA.
|05 |

Novel strategies for the treatment of arthritis
Steffen Gay
University Hospital, Zurich, Switzerland

After the successful implementation of the novel
“biologicals” into the treatment regimen of patients
with rheumatoid arthritis (RA), over 700 clinical tri-
als have been registered to compare to and even
more to improve current therapies. However, none of
the therapies in present use and development have
resulted so far in an ACR 70 in more than 60% of the
treated patients.
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Therefore the question to be asked is: Why we can
not do better, and why we can not (yet) cure the dis-
ease? It is well established that RA is an autoimmune
disease characterized by the progressive destruction
of the involved joints. Although we target and con-
sequently remove monocytes/macrophages and/or
B and T lymphocytes successfully from the affected
joints, no therapies have been attacking the synovial
fioroblast (SF) in RA. We and others have shown that
the RA-SF are endogenously activated, grow inva-
sively and able to migrate in the absence of stimu-
lating cells and cytokines that it appears logically
to target these cells. Based on earlier observations
that RA-SF express also Toll- and Nod-like receptors
which upon stimulation with various exogenous and
endogenous ligands express powerful proinflam-
matory chemokines and cytokines, it is important
to target these cells, because these cells appear
responsible for the re-attraction of inflammatory
immune cells to the involved joints after cell depleting
therapies. In the search of factors leading to the state
of intrinsic activation of RA-SF we have explored
epigenetic processes, including cell regulation medi-
ated by acetylation, methylation, ubiquination and
microRNAs . Author demonstrated that RA synovium
is hyperacetylated and that RA-SF are demethylated,
modified by ubiquination through sumoylation and
characterized by specific microRNAs.

These data clearly point to target synovial activation
in the pathogenesis of RA by the development of
novel drugs beyond current therapeutic strategies.

Advances in the therapy of myositis
Jifi Vencovsky
Institute of Rheumatology, Prague, Czech Republic

The most common idiopathic inflammatory myo-
pathies (IMM) comprise dermatomyositis (DM), poly-
myositis (PM) and sporadic inclusion body myositis
(sIBM). The aetiology of these diseases is largely
unknown and hence the difficulties in their treatment.
There is an evidence for immune pathogenesis of
PM and DM, and to a lesser extent for sIBM, which
include frequent association with disease specific
autoantibodies, occasional combination with other
connective tissue diseases, inflammatory infiltrates
in the affected muscles, frequent systemic features
and visceral involvement, and finally, although vari-
able, the response to immunosuppressive treatment.
Consequently, therapeutical approaches have been
predominantly aimed at suppression of immune
regulations. Treatment of sIBM has been largely
unsuccessful; in a recent proof-of-principal study dis-
ease progression had been slowed after one series
of alemtuzumab infusions. Treatment of PM and
DM is usually initiated with glucocorticoids. Medium
doses have been used in some uncontrolled studies
with diminished frequency of side effects; however,

152

high doses are advocated by most. Slow tapering
according to the clinical response should follow.
Steroid myopathy may be a complication which can
be distinguished from active disease by dose reduc-
tion or use of MRI. Clinical experience suggests that
addition of immunosuppressive drugs to glucocorti-
coids is indicated in the majority of patients either to
improve outcome or reduce side effects of long-term
glucocorticoid treatment. Since the data show that
the prognosis is worse if the treatment is delayed, the
situation of long and insufficiently suppressed activity
should be limited. There have been only few controlled
trials in PM and DM performed, usually with relatively
low number of patients enrolled. These trials include:
i) a double blind trial with azathioprine+prednisolone
as initial treatment of 16 PM patients, which showed
improvement in functional ability at 1 and 3 years
after initiating treatment; i) trial in 39 patients with
plasmapheresis and leukapheresis, which failed to
show efficacy; and iii) administration of high i.v.
immunoglobulin doses, which demonstrated benefi-
cial effect in 15 DM patients. Combination therapy
with azathioprine and methotrexate as well as high
dose of intravenous methotrexate with leucovorine
rescue showed some effectiveness in a cross over
trial. Open studies, case series or clinical experience
suggest effectiveness of methotrexate, cyclosporine
A, combination of methotrexate+cyclosporine, myco-
phenolate mofetil, tacrolimus, cyclophosphamide,
and leflunomide. Anti- TNF treatment has been
effective in some patients, but preliminary experi-
ence from controlled trials is not encouraging, even
with disease worsening observed in some patients.
Several reports suggest beneficial effect of rituximab
and a large controlled trial in 200 patients is ongoing.
The International Myositis Assessment and Clinical
Studies (IMACS) group has recently developed and
partially validated the outcome measures for disease
activity and damage in PM and DM that can be
now used for assessment in clinical trials and this
fact should improve the evaluation of the treatment
benefit and comparison between different treatment
modalities in the future.

New possibilities in the treatment of vasculitis
Viadimir Tesar
Charles University, Prague, Czech Republic

Cyclophosphamide dramatically improved the out-
come of patients with ANCA-associated vasculitis
(AAV — Wegener granulomatosis and microscopic
polyangiitis), but, unfortunately at the expenses of
serious acute (leukopenia, infections) and chronic
(myelodysplasia, secondary malignancies) toxicities.
Although the cumulative dose of cyclophosphamide
may be substantially reduced by limiting the length of
induction treatment and by using cyclophosphamide
pulses instead of oral continuous cyclophosphamide
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the search for at least comparably effective and less
toxic treatment is clearly warranted. Mycophenolate
mofetil is currently compared with cyclophosphamide
as an alternative induction treatment in early systemic
AAV, but, rather surprisingly, mycophenolate was
shown to be inferior to azathioprine as a maintenance
treatment of AAV. Experience with biologic treatment
in AAV has been until recently very limited, although
e.g. alemtuzumab (anti-CD52) was demonstrated
to induce remission even in patients refractory to
conventional treatment. Rituximab was very recently
shown to be as effective as cyclophosphamide in
inducing remission of newly diagnosed AAV and in
uncontrolled study repeated preemptive courses of
cyclophosphamide were able to prevent relapses of
AAV. The role of rituximab in the maintenance treat-
ment of AAV is currently tested in the randomized
controlled trial.

Due to the relative paucity of AAV, patients with sus-
pected AAV should be referred to specialized centres
with the immediate availability of ANCA titres, kidney
biopsy evaluation, dialysis and plasma exchange,
intensive care unit and access to and experience with
the biologic treatment for refractory patients.

New prospective biologicals in the treatment of
rheumatoid arthritis

Ladislav Senolt

Institute of Rheumatology, Prague, Czech Republic

The treatment of rheumatoid arthritis (RA) has under-
gone dramatic changes during recent years. New
and effective cytokine and cell targeted therapies
have become available in clinical practice. Blocking
pro-infammatory cytokines such as tumor necrosis
factor (TNF)-alpha, interleukin (IL)-1 or IL-6 as well
as B-cell depleting therapy and blocking activation
of T-cells dramatically improved outcome of patients
with  RA. However, despite this progress, major-
ity of patients with RA still do not reach complete
remission. Advances in the current knowledge of
pathogenic processes of RA and the progress in
manufacturing biotechnologies are contributing to
the development of novel therapies for immune medi-
ated diseases being in different phases of clinical
trials. Prospective biological agents for RA targeting
different cytokines/immune mediators (e.g. GM-CSF,
IL17 or IL-23), catalytic enzymes (e.g. cathepsins)
and cell targeted therapies (e.g. newer inhibitors of
B-cells) will be discussed. In addition, new disease
modifying antirheumatic drugs known as small mol-
ecules that target cellular kinases (e.g. p38, JAK or
Syk) as well as new local therapeutics for RA (e.g.
anti-FAS) have promising results from early phase
clinical trials. Hopefully, promising results of some
clinical trials will determine new therapeutic targets
and help to extend therapeutic armamentarium for
patients with RA.
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Pathogenetic background of spondylarthritis
Joachim Sieper
Charité University Berlin, Germany

The exposure to bacteria, such as infections leading
to reactive arthritis or gut bacteria in case of Crohn’s
disease, and the presence of HLA-B27 are important
prerequisites for the development of spondyloarthritis
(SpA). Furthermore, MRI- and histological studies
clearly indicate that inflammation in the axial skeleton
occur at the bone/cartilage interface suggesting
that the cartilage might be the target of the immune
response. How bacteria, HLA-B27 and the cartilage
directed immune-response interact is a matter of
debate. It is also not clear which part of the immune
systems mediates this interaction: adaptive vs innate
immune system, T-cells vs non T-cells? However, a
further clarification of these mechanisms is crucial for
the development of curative therapies in the future.
Regarding the current status of targeted therapies,
only the blockade of TNF-alpha has been proven to
be highly effective but not any of the other immuno-
logical targets tested so far in therapeutical trials.

New approaches in the diagnostics and moni-
toring of spondyloarthritis

Maxime Dougados

René Descartes University, Paris, France

Recently, the international scientific society dealing
with outcome measures in spondyloarthritis (e.g.
ASAS) has promoted an initiative aimed at proposing
new criteria for the recognition of patients presenting
with axial symptoms and suffering from spondylo-
arthritis.

These criteria are very important because of at least
2 reasons:

The first one is the official recognition of the concept
of spondyloarthritis and thereafter, that the descrip-
tion of patients with regard to their clinical presenta-
tion (e.g. axial versus peripheral versus extra-articular
clinical features) is more relevant than recognition
of a sub-entity of spondyloarthritis (e.g. ankylosing
spondylitis, psoriatic arthritis c).

The second one is the integration in the set of criteria
of investigations currently performed in daily practice
e.g. HLA b27 typing and MRI of the sacroiliac joints
in case of normal pelvic X-rays.

While comparing these criteria with the previous
modified Rome criteria, we could notice 3 main items
of interest for our daily practice.

Besides the axial symptoms, these criteria are empha-
sizing the criteria of the recognition of the other clini-
cal features of spondyloarthritis (e.g. peripheral arthri-
tis, enthesiopathy, extra-articular features).
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The evidence of structural damage of the sacroiliac
joints is no more mandatory to be in a position to
classify a patient. MRI finding of inflammatory signs
of sacrailiitis (e.g. sub-chondral bone edema) is suf-
ficient to recognize such sacroiliac joint involvement.
Even in case of both normal plain pelvic X-ray and
MRI of the sacroiliac joints, the patient can be recog-
nized as suffering from spondyloarthritis as soon as
he/she is B27 positive and presents at least 2 clinical
features suggestive of spondyloarthritis.

Concerning the monitoring of the patients, it has to
be emphasized that each clinical feature has to be
assessed independently (e.g. axial manifestations,
peripheral arthritis, enthesiopathy, extra-articular fea-
tures). Besides the well known BASDAI, it has
been proposed a new composite index integrating
a biological marker (e.g. CRP): ASDAS. Finally, the
objectives and tools permitting the measurement of
mobility of the spine will be discussed.

Long-term efficacy and safety of anti-TNF thera-
pies in ankylosing spondylitis, experiences from
nation-wide registry ATTRA

Karel Pavelka

Institute of Rheumatology, Prague, Czech Republic

Anti-TNF therapy of ankylosing spondylitis (AS) is
very effective therapy influencing axial, peripheral and
extraskeletal manifestations of AS. Most evidence
comes from RCT, but additional valuable information
comes from registries.

The patients with AS were included in Czech national
registry ATTRA and Anti-TNF therapy was indicated
according to guidelines of Czech Rheumatological
Society. Authors reporting most important outcomes:
BASDAI, CRP, HAQ, drug survival rates, predictors of
drug discontinuation and serious adverse events.
879 patients with AS were followed up to 4 years.
Drug survival rates were 87,1%, 77,5%, 73,2% and
67,4% which was longer than in RA (p<0,001). There
was a trend for longer survival on etanercept than on
infliximab (p=0,057). Significant risk factors for treat-
ment discontinuation were female gender (RR 2,22;
p=0,001) and CRP (RR 1,33; p=0,025). The initial
BASDAI was 6,4 }1,7 and the final after 3 years was
3,1£2,6 (p<0,001). Initial CRP was 31,0 (26,5 mg/I
which dropped to 5,2) 10,2 mg/| after 3 years. The
number of patients working increased from 48% to
63% after 1 year. The tolerance was good and pro-
portion of patients with serious adverse events and
serious infections was lower in ankylosing spondylitis
group then in RA group. Results from Czech registry
ATTRA document long-term good efficacy and safety
of Anti-TNF in AS in routine clinical practice.
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Vascular diseases in ankylosing spondylitis
Sandor Szanto, Ndra Bodnar, Rudolf Gesztelyi,
Adém Kemény-Beke, Zoltdn Szekanecz
University of Debrecen, Hungary

Clinical observations proved that cardiovascular
events are the most remarkable cause of morbidity
and mortality in patients with ankylosing spondylitis
(AS). Beyond the traditional risk factors of athero-
sclerosis, clear links have been established between
the chronic inflammation and the cardiovascular
diseases. Asymmetric dimethylarginine (ADMA), a
major endogenous inhibitor of nitric oxide synthase,
has been newly identified as risk factor for endothe-
lial dysfunction in rheumatoid arthritis, such as the
elevated serum level of anti-heat shock protein-65
(anti-hsp65) antibody for carotid intima-media thick-
ness (cclMT).

Forty-three AS patients and 40 age- and gender-
matched controls, free of cardiovascular diseases
or atherosclerotic risk factors were studied. Plasma
level of ADMA and anti-hsp65 were determined by
high pressure liquid chromatography and by ELISA
technique, respectively. Endothelium-dependent
flow-mediated vasodilation (FMD), ccIMT and pulse-
wave velocity (PWV) were measured by B mode
high-resolution ultrasonography. Correlations were
determined between these parameters and disease
duration, smoking history, body mass index, BASDAI,
BASFI, metric parameters, acute phase reactants
and HLA-B27 status.

The serum levels of anti-hsp65 were significantly
higher in AS patient compared to healthy controls
(110.9 U/ml vs 9.9 U/ml, p<0.001). Similarly, elevated
ADMA levels could be detected in AS patients than
in healthy controls (0.95 umol/l vs 0.71 umol/l,
p<0.001), while the serum level of its inactive stereoi-
somere, the symmetric dimethylarginine (SDMA) was
similar in AS patients and healthy controls. The lower
FMD reflected the endothelial dysfunction, and the
elevated ccIMT and PWV indicators of intima-media
hyperplasia and arterial stiffness suggested micro-
and macrovascular impairments in AS patients.
ccIMT and PWV positively correlated with diseases
duration and wall-occiput distance, moreover ccIMT
with BASFI, and these vascular parameters nega-
tively correlated with the lumbar spine mobility and
chest expansion.

The identification of predisposing factors for athe-
rosclerosis and the early detection of endothelial
dysfunction or macrovascular discrepancies may be
crucially important in the prevention of early mortality
in AS.
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Do we need traditional DMARDs in the biologic
era?

Witold Tlustochowicz

Military Institute of Medicine, Warsaw, Poland

The features that characterize a good medicine are
safety and efficacy; the feature that is welcomed by
the payer is a low price. The target which the treat-
ment of rheumatoid arthritis aims at is to achieve
remission, which is easier in the first months after
the disease onset. Another welcomed feature of a
medicine is its prompt action. In the recent decade,
we have been observing an upswing in the develop-
ment of biological therapies, which oust treating with
traditional disease-modifying antirheumatic drugs.
The medication safety assessment has shown that
the total number of adverse events related with the
use of either traditional or biological medicines is
similar; the differences appear to be rather organ-
specific. After applying methotrexate, transaminase
activity is observed to increase in 17% of patients,
18-19% of patients are nauseous, and so is a
similar percentage after sulphasalazine. Leflunomide
causes diarrhea in 17%. Biological medications,
on the other hand, result in skin reactions in from
10% (adalimumab) to 30% (etanercept) of patients.
Infusion-related reactions are reported in from 11%
(infliximab) to 9-25% (rituximab). Severe infections,
often fatal, include tuberculosis and central nervous
system infections and are more common in patients
treated with biological medications. Methotrexate
efficacy depends on its dose and low disease activity
is attained in 37-50% of patients treated. In the case
of leflunomide, such a result is reported in 20%, and
with sulphasalazine or cyclosporine it is observed in
16% and 17% of patients, respectively. Combining
traditional medications results in low disease activ-
ity in 70% of patients. Anticytokines, when used
in monotherapy, enable low disease activity to be
attained in 24-28% of patients. When combined
with methotrexate, anticytokines result in low disease
activity in 18-49%, also in cases where methotrex-
ate was ineffective before. The advantage of treating
with biological medications is the fact that they act
fairly promptly, i.e. their beneficial effect is seen as
soon as after 8—-12 weeks. Only glucocorticosteroids
are superior in this respect since they act after 1-2
weeks. Methotrexate is slightly slower in its action
(after 12 weeks), other medications after 16 weeks.
Hence, combining traditional drugs with glucocorti-
costeroids in the early phase is reasonable; no dif-
ferences in radiological lesion progression are then
observed in comparison to biological medications.
The medications discussed here differ dramatically
in terms of pricing — in Poland a one-year therapy
with oral methotrexate costs around € 30, with sul-
phasalazine € 300, with subcutaneous methotrexate
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and leflunomide € 750, and with biological medica-
tions it costs € 10,000-14,000. The efficacy, safety
and price prove that traditional medications are
superior to biological ones; the latter should be used
only when the former have proved ineffective. Thus,
EULAR recommendations on treating RA are reason-
able and should be applied in full.

How to use different biologicals for optimal
treatment of patients with rheumatoid arthritis?
Josef Smolen

Medical University, Vienna, Austria

DMARD and biological treatment modalities in
childhood

Emese Kiss

National Institute of Rheumatology and Physiotherapy,
Semmelweis University, Budapest, Hungary

Juvenile idiopathic arthritis (JIA) is the most com-
mon chronic infammatory disease in childhood. It
includes seven subgroups with different clinical phe-
notypes. The disease may lead to joint destruction,
growth retardation and disability. Due to ongoing
disease activity JIA often extends into adulthood. The
importance of adequate therapy is underestimated.
Objective: To review different therapeutic modalities
in JIA based on literature data and personal/site
experiences.

Nonsteroidal anti-inflammatory drugs (NSAIDs) are
first-line treatments for JIA, but rarely may control
adequately signs and symptoms mainly of the pol-
yarticular disease. Corticosteroids can be used in
systemic or intraarticular forms limited to the active
phases of JIA and the dominant joint inflamed.
Triamcinolone hexacetonide is superior of the deriva-
tives for intraarticular use. Disease modifying anti-
rheumatic drugs (DMARDs) belong to second-line
treatment. Methotrexate (MTX) is the gold standard
for management of polyarthritis providing significant
clinical benefits. The main limitations of its use are
toxicity and incomplete response. Other DMARDs
— sulphalazine, cyclosporine, hydroxychloroquine,
azathioprine — may be used for resistant disease in
combination with MTX, but are not well-tolerated.
Leflunomide is not approved in pediatric practice.
Biological therapies revolutionized the treatment and
the outcome of JIA. Biologics are monoclonal anti-
bodies or fusions proteins which can block specifi-
cally pro-inflammatory cytokines (e.g. TNF-a., IL-1b,
IL-1R or IL-6) participating in the pathogenesis of
JIA. Etanercept (ETN) (a fully human soluble tumor
necrosis factor alpha (TNF-a) receptor fusion pro-
tein) was approved at first for polyarticular-course
JIA after failure or intolerance to MTX. Randomized,
controlled studies confirmed the efficacy and safety
of ETN in JIA with or without MTX. In an 8 years
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long-term open label extension trial high proportion
of patients reached ACR pedi 30, 50, 70, and 90
responses. The rate of serious advers events and
medically important infections was low and did not
increase with long-term exposure to ETN. Although
there were no reported cases of malignancies,
lymphomas, demyelinating disorders or lupus, as
well as tuberculosis or opportunistic infections, JIA
patients should be carefully monitored. There are
data indicating the efficacy of infliximab (a chimeric
monoclonal antibody to TNF-a), but a relatively high
discontinuation rate was observed. Adalimumamb
(@ human anti-TNF monoclonal antibody) has been
approved since 2008 for polyarticular JIA from the
age of 13 in Europe, and seems to be an alternative
for ETN regarding efficacy issues. Systemic-onset
JIA (SO-JIA) is the most severe form, and does not
always respond to available treatments. As IL-6 plays
a key role in its pathogenesis, it is not surprising that
randomized, controlled trials demonstrated sustained
clinical improvement and an acceptable risk-benefit
profile for tocilizumab (TCZ) (a humanized mono-
clonal antibody to IL-6 receptor) in SO-JIA. Future
perspectives include modified TNF inhibitors, IL-1
blockade with anakinra, rilonacept and canacinumab
or blockade of co-stimulatory molecules. Autologous
haemopoietic stem cell transplantation is an option
for those who fail to respond to any of above listed
therapeutic modalities.

The treatment of JIA has become more judicious, but
is still challenging. Although in the era of biologicals
the outcome is much better, there are no convincing
data about their influence on joint destruction, growth
retardation, functional disability, and with an excep-
tion of etanercept about their long-term safety.

Enthesitis: Evolving concepts and sonographic
evaluation

Péter Balint, Péter Mandl, Katalin Acs, Eva Ruzicska
National Institute of Rheumatology and Physiotherapy,
Budapest, Hungary

Enthesitis — inflammation of the origin and insertion
of ligaments, tendons, aponeuroses, annulus fibrosis
and joint capsules — is a widely accepted clinical, his-
topathological and imaging feature of spondylarthro-
pathy (SpA). Inflammation may occur at any enthesis
in SpA, though it is most frequent in the entheses of
the lower limbs. Pathological examination of enthesi-
tis in SpA demonstrates local inflammation, fibrosis,
erosion, and ossification. Bursitis and synovitis may
also occur adjacent to the entheses, and it has been
recently postulated that the enthesis may be the initial
site of joint inflammation in SpA.

The clinical assessment of enthesitis in SpA is pre-
dominantly performed by eliciting tenderness at the
enthesis. Several studies have demonstrated that
musculoskeletal ultrasound examination provides
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a more objective and reliable index of enthesitis
as compared to clinical examination. Specifically
gray-scale ultrasound can be used to assess the
manifestations (tendon hypoechogenicity, bursitis,
enthesophyte, erosion etc.) and dimensional (tendon
thickness) aspects of enthesitis, while Power and
Color Doppler are used to assess the vascularisa-
tion of the tendon and activity of related bursae. The
OMERACT/EULAR US Group has previously devel-
oped an ultrasound definition of enthesopathy based
on its sonographic characteristics that is widely used.
In the past decades different clinical and ultrasound
enthesitis scores have been developed, these will be
discussed in detail. Finally, we would propose a defi-
nition of enthesitis based on the accepted US signs.

Incidence of scleroderma spectrum disorders in
Slovenia

Alenka Sipek Dolnidar

University Medical Centre, Ljubljana, Slovenia

Objective was to investigate the incidence of scle-
roderma spectrum disorders (SDS) in the Ljubljana
region of Slovenia with a population of 518,921
Caucasians older than 18 years.

From 01.01.2007 to 31.12.2009 authors prospec-
tively examined all patients older than 18 years sus-
pect of suffering from SSc who were admitted to their
department or referred to outpatient clinic by GPs
or rheumatologists. Authors department is the only
rheumatology referral center in the Ljubljana region.
Since some SSc patients seek help from dermatolo-
gists, pulmonologists, angiologists, and gastroen-
terologists, these sub-specialists were requested
to refer these patients to authors. Clinical assess-
ment, certain biochemical and immunoserological
tests, and capillaroscopy were done in each patient.
Skin thickness was assessed using the modified
Rodnan total skin thickness score. Depending on
presentation additional tests were ordered, e.g. chest
X-ray, pulmonary function tests incl. DLCO, cardiac
echosonography, hand and feet X-ray, esophageal
X-ray. Using the modified working classification of
SDS (scleroderma spectrum disorders) proposed
by Maricqg and Valter the patients were classified
as having CREST syndrome, limited cutaneus SSc
(IcSSc), diffuse cutaneus SSc (dcSSc), SSc sine scle-
roderma, and UCTD with SSc features. Patients with
Raynaud’s phenomenon, pathological capillaroscopy
and ANA or other auto-antibodies suggestive of SSc
were classified as having prescleroderma.

During the study period we examined a total of
100 patients. Fourty-one new cases of SDS were
diagnosed (37 females, 4 males), aged 58,9 }15,1
years (24-86 years). The overall age-adjusted annual
incidence of SSc in their population was 2,6 per
100,000 adults per year (95%CI=1,72-3,55). The
overall annual incidence of SDS in Slovenia seems
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to be higher compared to recent incidence reports
form Spain and Greece. Use of different classification
criteria, which in our case recognized earlier stages
of the disease, might be the reason. Further investi-
gations are needed to clarify the importance of early
forms of the disease in diagnosis and treatment of

systemic sclerosis.

Clinical importance of nailfold capillaroscopy in
the early diagnosis of systemic sclerosis
Maurizio Cutolo

University of Genoa, Italy

Nailfold videocapillaroscopy (NVC) represents the
best and safest method to detect and to analyze
morphological microvascular abnormalities, espe-
cially in presence of secondary Raynaud’s phenom-
enon. In normal conditions or in primary Raynaud
phenomenon (but not during the cold-exposure test),
the nailfold capillaroscopic pattern shows regular dis-
position of capillary loops along the nailfold bed and
no abnormal enlargements or capillary loss.

In patients with primary Raynaud phenomenon, how-
ever, one or more abnormal capillaroscopic findings,
should alert the physician to the possibility of second-
ary Raynaud phenomenon, owing to the presence of
a previously undetected connective autoimmune
disease, for example systemic sclerosis (SSc).
Morphological markers of microvascular damage
include giant capillaries, microhemorrhages, loss
of capillaries, the presence of avascular areas and
angiogenesis; these features characterize more than
95% of patients with overt SSc even if are not
observed concomitantly.

These sequential and dynamic capillaroscopic
changes are typical of the microvascular involvement
in SSc, and can be described by the term “eSSc
pattern”.

Most importantly, imaging with NVC enables the
early differentiation between primary and secondary
Raynaud phenomenon by identifying morphological
patterns specific to various stages of SSc (patterns
“early”, “active” and “late”); the inclusion of these
NVC patterns could increase the sensitivity of clas-
sification criteria for SSc.

Reduced capillary density on NVC correlates with
a high risk of developing digital skin ulcers and the
presence of pulmonary arterial hypertension, and can
therefore be used as a marker of SSc severity and
progression.

Therapies targeting underlying vascular disease in
SSc improve symptoms of Raynaud phenomenon
and reduce ischemic injury to involved tussue/organs;
however, targeted treatment of fibrosis remains a
challenge.

Immunesuppressive therapies still of efficacy in the
modulation of the immune response underlying
SSc and generally characterizing all connective tis-
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sue diseases (i.e. Cyclophosphamide, Rituximab,
Ciclosporin).

Therefore, NVC represents the safest method to ana-
lyze microvascular abnormalities in SSc, and enables
the early differential diagnosis between primary and
secondary Raynaud phenomenon.

In addition, abnormal findings on NVC at baseline
together with the presence of SSc-specific autoanti-
bodies indicate a very high probability (over 80%) of
developing definite SSc, whereas their absence rules
out this outcome.

Early diagnosis of SSc could enable the early start of
treatment, which could slow disease progression and
clinical complications.

Lung involvement in systemic sclerosis
Nemanja Damjanov
Institute of Rheumatology, Belgrade, Serbia

Systemic sclerosis (SSc), or scleroderma, is a chronic
systemic connective tissue disease characterized
by small blood vessels alteration and destruction,
immune system activation and diffuse fibrosis of the
skin and internal organs. Gastrointestinal tract and
lungs are most frequently affected.

Interstitial lung disease (ILD) and pulmonary hyper-
tension (PH) are the most important findings of
lungs and heart involvement in SSc. Approximately
two thirds of SSc patients develop ILD. PH is pres-
ent in about 20% of patients, usually associated
with severe lung disease. The estimated incidence
of PAH among 384 patients with SSc, followed for
median od 41 month in France, was 0.61 cases per
100 patientyears. The high incidence of postcapil-
lary PH highlights the value of RHC in investigating
suspected PAH(2). Of the SSc-related deaths, about
35% are attributed to pulmonary fibrosis, and 26%
to pulmonary arterial hypertension (PAH) (3). ILD is
found in close to 70% of patients at autopsy, most
commonly histologicaly presented as nonspecific
interstitial pneumonia (NSIP). The earliest pathologic
findings are small blood vessels endothelial lesions
and signs of alvealitis, followed by signs of coagula-
tion process activation, fibroblast proliferation and
differentiation.

Symptoms of lung involvement in SSc are not spe-
cific and are seen late, in advanced stage of the dis-
ease. The most common symptom is breathlessness
(dyspnea), initially on exertion and later at rest. The
most common sign of ILD are bilateral basal inspira-
tory crackles. Later, in the advanced disease stage,
symptoms and signs of right heart failure and right
ventricular strain may appear (loud pulmonary com-
ponent of the second heart sound on auscultation or
a left parasternal heave).

High-resolution computed tomography(HRCT) is the
diagnostic procedure of choice for early detection
of ILD. Other methods used for the detection of
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lungs and heart involvement in SSc are chest X-ray,
bronchoalveolar lavage, lung function tests, Power
Doppler ultrasonography (PDUS) of heart, and tho-
racoscopic lung biopsy. Useful methods to diagnose
ILD in SSc could also be technetium-labeled diethyl-
enetriamine pentaacetate (99MmTC-DTPA) clearance
time and induced sputum(4). Beside the early detec-
tion of lung involvement, imaging methods could help
in differential diagnosis of other diseases causing
ILD and PH, early differentiation between treatment
responders and nonresponders, and assessment of
treatment efficacy.

Early diagnosis of lung involvement in SSc is extreme-
ly important for the initiation of treatment with higher
probability of slowing or stopping the disease pro-
gresssion. Still, we lack consensus about when to
start aggresive antinflammatory and immunosup-
pressive treatment in patients with SSc and ILD.
Cyclophosphamide seems to be effective treatment
option in the early phase of ILD, but more random-
ized clinical trials are needed to clarify this and other
treatment aproaches in SSc patient with ILD.
Possible future treatment options in SSc are strate-
gies to abolish the pathological activation of TGF-
beta signaling in SSc fibroblasts (the blockade of cell
surface molecules capable of activating latent TGF-
beta, blockade of ligand by the pan-isoform-specific
antibody, soluble TGF-beta receptors and a recom-
binant latency associated peptide, as well as inhibi-
tors for ALK5 and Smad3). Other therapeutic targets
could be connective tissue growth factor (CTGF)/
CCN2, platelet-derived growth factor (PDGF) and
endothelin-1. Potential new therapies currently under
assessment in clinical trials are imatinib mesylate, i.v.
immunoglobulin infusion, stem cell transplantation
and B-cell depletion(5).

Interstitial lung disease is the leading cause of death
in patients with SSc. New insight in pathogenesis of
lung damage in SSc and make will allow develop-
ment of new therapeutic approaches toward the bet-
ter treatment and outcome.

Emergency states in systemic sclerosis
Luc Mouthon
Hopital Cochin, Rene Descartes University, Paris,

France

Composite measures

Piet van Riel

Radboud University Nijmegen Medical Centre, The
Netherlands

In the past decade treatment strategies for patients
with rheumatoid arthritis (RA) have changed dra-
matically. Patients are being treated earlier and
more aggressively than in the past; in addition far
more therapeutic options are available, which has
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increased the complexity of the management of
patients with rheumatoid arthritis. These processes
have had an influence on the outcome of patients
with RA and on the way they are being evaluated.
Patients with RA show a fluctuating disease course.
These variations are partly due to the disease itself
and partly due to the treatment.

To obtain a good picture of the course of the disease
within a patient, frequent standardized assessments
of several variables reflecting the disease process
will be necessary. Apart from process variables that
represent the present disease activity, outcome vari-
ables should be measured. Outcome variables are
disease aspects or consequences that develop over
the course of the RA. They are the sum of the past
process. Examples are joint erosions and cartilage
damage; disability/handicap; psychological, social
and economical consequences; toxicity; co-morbidi-
ty; and ultimately death.

Ideally, it would be best to look not only at present
and past disease activity but also at variables that
predict future process and outcome. That way, treat-
ment can be timeously adjusted to the expected
disease course and an undesirable outcome can be
prevented/delayed.

Evaluation can have different scopes. One may wish
to evaluate an individual patient’s disease course or
the efficacy/toxicity of treatment in a single patient, or
differences in disease course or treatment efficacy/
toxicity in groups of patients. The instruments for the
different scopes are not always the same. What will
be a good measure for group results does not have
to be the optimal choice for an individual patient.
The choice of the instrument will also depend on the
situation in which they are being used (daily clinical
practice, long-term observational studies, random-
ized clinical trials). For all assessments, however, it is
important to use a valid and standardized measure.
The instrument should measure what it is supposed
to measure, it should be reproducible and feasible
(time, expense, personnel). For the sake of com-
parability with previous assessments or with other
groups/patients, a standard instrument or technique

should be used.

Patient related outcomes in routine monitoring
of rheumatoid arthritis patients

Burkhard F. Leeb

Center for Rheumatology, Stockerau, Austria

What is the primary task of any instrument for dis-
ease activity assessment? To provide the physician
with sufficient information about the disease course
and to sound the alarm in case of worsening. In
addition, the tool should be time sparing and easy to
apply. Any kind of therapy and its respective monitor-
ing should not be based exclusively either upon sero-
logical parameters or the patient’s pain assessment
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or the physician’s ideas, but should be guided by the
actual activity and the course of the underlying dis-
ease. In general, it seems to be that rheumatologists
are much more focused on joints (respectively on
joint counts) than on pain or functional deficiencies.
Ironically however, we are aware, that in more than
half of the visits to rheumatologists no formal joint
count is performed. Additionally, it is well known that
the results of joint counts are highly assessor depen-
dent, indicating sources of error by the individual phy-
sician’s evaluation of swelling or tenderness in case of
varying investigators in the same patient. This inter-
individual variance may be improved by consensus
meetings; however, is this feasible in daily routine? All
composite indexes employ a certain number of joints
to be investigated, the DAS28 e.g. 28 joints including
22 hand and finger joints. If the disease mainly affect
the patient’s feet, is it less active then? In clinical trials
this factor plays a lesser role, though, in daily routine
— treating individual patients — of course an important
one. Another relevant problem is given by the equal
weighting dedicated to each joint included into the
different counting models applied. Yet, ask a patient
about the significance of the fifth metacarpophalan-
geal joint or the knee with respect to her/his general
well-being and functionality. If rheumatologists per-
form joint counts relatively seldom, and appreciate
the problems of composite indexes, how can they
claim that non-rheumatologists should apply those
instruments appropriately. Moreover, it is well known
that patient’s self assessment, e.g. by a HAQ, gives
as reliable information as a formal joint count by a
physician with respect to prognosis and monitoring of
RA. Why also shouldn’t we consider alternative ways
for disease activity assessment than counting joints?
Some exclusively patient related outcomes (PROs) as
the RADAI or the RADAI-5, the RADAR, or the HAQ
family including the RAPID3 have been developed
and validated. Time to score for most of those ques-
tionnaires can be estimated below 25 sec. Internal
consistency of the RAPID3 and the RADAI-5 was
found significantly higher than the one of the DAS28
or the CDAI. The PROs as well as the indexes proved
to be in highly moderate agreement, while agreement
between PROs and indexes appeared to be lower.
Nevertheless, it has to be pointed out that neither the
degree of agreement between the RADAI-5 and the
RAPID3 nor between the DAS28-ESR and the CDAI
does allow for direct interchange ability of the two
respective scales. Up to now those questionnaires,
however, did not achieve a standing comparable to
the BASDAI in the monitoring of seronegative spon-
dylarthropathies. It's somewhat sort of weird, that for
another inflammatory joint disease a patient related
measure has an outstanding position with respect to
monitoring. Of course no tool is capable of replacing
a thorough clinical patient examination. It is true for
all instruments that only stable low values give notice
of an uncomplicated disease course and that varia-
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tions have to be interpreted according to the single
component’s changes. The easier such indexes are
applicable, the more they will be used by practis-
ing physicians. A better and more uniform way of
documenting the individual patient’s disease can be
anticipated to ultimately result in improved rheuma-

tology patient care.

Development of remission and minimal disease
activity cut-points for the juvenile arthritis dis-
ease activity score (JADAS)

Angelo Ravelli, Consolaro Alessandro

University of Genoa, ltaly

Recent advances in therapeutic options, namely
the introduction of biologic agents, have markedly
increased the potential for achieving a remission or
minimal disease activity (MDA) state. Therefore,
accurate criteria for defining remission and MDA are
needed.

Disease activity status can be defined using a cate-
gorical model, which requires simultaneous fulfiment
of multiple criteria, each of them with a threshold
value, or using a dimensional model, which is based
on pooling individual measures of disease activity
into a composite disease activity score and enables
definition of remission through the calculation of a
numeric cut-point. The first approach has been fol-
lowed in the development of the current JIA remis-
sion criteria (Wallace criteria), and in the preliminary
definition of MDA.

The identification of the remission and MDA cut-
points of the recently developed composite disease
activity score for JIA, the JADAS.

For the purposes of this study, the JADAS-10 version
was used. The JADAS-10 is computed as the simple
sum of 4 variables, each with a 0-10 range: the
physician’s global assessment, the parent’s global
assessment, the normalized ESR and the reduced
active joint count.

A total of 602 consecutive patients were included
in the study. At each visit, all main physician- and
parent-centered outcome measures were recorded.
JADAS-10 could be calculated for 432 patients in
914 visits. At each visit, both physicians and parents
were asked to rate independently the disease status
as remission or active disease. Furthermore, authors
assessed the presence of remission by Wallace cri-
teria and, after grouping patients in oligoarthritis or
polyarthritis, of MDA by the preliminary definition.

In the first step, we calculated the JADAS-10 values
corresponding to the 75™ percentile of score dis-
tribution among patients who were classified as
having disease remission by physician’s and parent
's subjective rating and Wallace criteria, or having
MDA. In the second step, we calculated, by means
of the receiver operating characteristic (ROC) curve
analysis, the JADAS-10 values that showed the best
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trade-off between sensitivity and specificity (i.e. the
best accuracy) in discriminating between patients
who had remission or active disease according to the
physician, the parent, or the Wallace criteria, or who
had MDA according to the preliminary definition.
The results in the 2-step analysis are shown in table.
The numbers obtained for each definition using the
75" percentile or ROC curve method were then aver-
aged. The values obtained for remission were further
averaged achieving the value of 2.0, The values
obtained for MDA are 2.3 for oligoarthritis and 2.9 for
polyarthrtritis

The value of 2.0 is the remission cut-point for the
JADAS-10 proposed for use in future clinical trials on
JIA. The proposed cut-points for MDA in oligoarthrti-
tis and polyarthritis are 2.3 ad 2.9, respectively.

Remission MDA
Physician | Parent Wg'r'ﬁ‘ce Oligoarthr. | Polyarthr.
75% pot. 21 25 10 20 17
gcegﬁracy 29 28 10 26 42

Outcome measures in the rehabilitation of mus-
culoskeletal conditions

Emst Wagner, Tamas Palotai

Special Hospital for Rheumatology of the Regional
Health Insurance of Lower Austria, Baden, Austria

A wide array of scores is available to evaluate the
outcomes of rehabilitation. However, there is debate
whether disease-specific scores, generic scores, or
combinations thereof are most likely to give a real-
istic picture of the actual health status of a patient.
Disease-specific scores include the Hannover Func-
tional Questionnaire for measuring back pain related
disability (HFFbR), the Health Assessment Question-
naire (HAQ, rheumatoid arthritis), the Constant Score
(shoulder), the Western Ontario McMaster (WOMAC)
questionnaire (osteoarthritis of the knee and hip, joint
arthroplasty, dimensions of pain, stiffness, and func-
tion), the Roland Morris Questionnaire (RMQ), and
the Oswestry Questionnaire (for back pain). Generic
scores include the Medical Outcomes Study short
form 36-item questionnaire (MOS SF-36), MOS
SF-12, the Pain Disability Index (PDI), the Sickness
Impact Profile (SIP), the Nottingham Health Profile,
EuroQol (EQ-5D) for assessing quality of life, and the
Mainz Pain Staging System (MPSS) for assessing
pain chronification. Evaluations of the psychometric
properties of currently used scores have raised ques-
tions as to their ability to measure various quality-of-
life dimensions, their sensitivity to change (e.g., when
used in in-patient rehabilitation), and the influence of
comorbidities (such as musculoskeletal conditions in
sites other than the signal joint, pain chronification,
medical comorbidities, depression, or cognitive im-
pairment). Including more robust outcome measures
of rehabilitation may provide additional meaningful in-

formation, especially in terms of cost and effect. Such
measures could cover items such as the medical
costs of illness, the costs of care following rehabilita-
tion, and the influence of rehabilitation on sick leaves,
early retirement, pain level, self efficacy (i.e., abil-
ity to cope with the disease), and quality of life. Our
own investigations have confirmed the low sensitivity
to change of the HAQ (in a 3-week in-patient reha-
bilitation program) and the usefulness of the MPSS,
where improvement of pain and functional abilities in
chronic non-specific low back pain during in-patient
rehabilitation was strongly correlated with the stage

of chronification.

Neuroendrocrine-immune network in rheumatic
diseases

Maurizio Cutolo

University of Genoa, ltaly

Clinical observations indicate a strong influence of
the neuroendocrine system on the immune func-
tion in chronic inflammatory diseases. It is obvious
that these neuroendocrine pathways influence the
development of the immune system by interfering
with the thymus in that almost all hormones of the
HPA and HPG axes support the gradual involution of
the thymus.

Similarly, hormones of these two axes also hinder
B-cell lymphopoiesis, which was particularly demon-
strated for 17 R-estradiol. On the other hand, CRH,
ACTH, and 17 R-estradiol exert some immunostimu-
latory effects whereas glucocorticoids and andro-
gens generally suppress immune responses. The
action of the different hormones is influenced by the
immune stimulus (foreign antigens or autoantigens)
and subsequent antigen-specific immune responses,
the cell types involved during different phases of the
disease, the target organ with its specific microen-
vironment, timing of hormone increase in relation to
the disease course (and the reproductive status of
a woman), the concentration of hormones, the vari-
ability in expression of hormone receptors depend-
ing on the microenvironment and the cell type, and
intracellular and extracellular peripheral metabolism
of hormones leading to important biologically active
metabolites with quite different anti-inflammatory
and proinflammatory function. Circadian rhythm of
disease-related symptoms with a peak in the early
morning hours confirms that the neuroendocrine sys-
tem has a strong influence on these chronic immune/
inflammatory diseases. The influence is transferred
by the circadian undulation of the activity of hormonal
and neuronal neuroendocrine pathways linking the
brain to immune cell activation. Finally, circannual
variations of the vitamin D endocrine system are now
also recognized as an important immune modula-
tory factor involved at least in autoimmune rheumatic
diseases. These immunomodulatory and anti-inflam-
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matory activities might be particularly efficient in rheu-
matoid arthritis patients and support a therapeutic
role of 1,25-dihydroxy vitamin D3 in such a disease.
In addition, vitamin D may play an important role in
the maintenance of B-cell homeostasisand the cor-
rection of vitamin D deficiency may be useful in the
treatment of B-cel-mediated autoimmune rheumatic
disorders such as systemic lupus erythematosus.

New therapeutic strategies are based on circadian/
circannual rhythms and generally on understanding
the complex neuroendocrine/ immune system in

more detail.

Klinefelter’s syndrome, Turner syndrome and
rheumatic diseases

Jozef Rovensky, Richard Imrich, Elene Koskovd, |.
Lazdrova, J. Payer

National Institute of Rheumatic Diseases, PieStany,
Slovakia

Klinefelter’s syndrome is a gonosomal aberration
occurring in males. The disorder is characterized
by microorchidism. Another typical although not
constant symptom of this disorder is gynecomastia,
with almost normal male secondary sex characteris-
tics. The etiology of this disease remains unknown.
Previous studies have shown that this disorder is a
genetic chromosomal abnormality associated with
the presence of one additional chromosome due
to abnormal division. Thus, the affected individual
has 47 chromosomes with the resulting chromo-
somal configuration of XXY in a classical form, or
46,XY/47 XXX in a mosaic form. Large population
studies have estimated the incidence of Klinefelter’s
syndrome at 1:1000 live-born male babies. The
locomotor apparatus of persons affected by the
syndrome is characterized by acromicria clinodactyly,
concrescence of thoracic vertebral bodies, and spi-
nal osteoporosis not only in older individuals but also
in younger persons. The association of Klinefelter’s
syndrome with organ as well as non-organ specific
autoimmunity is probable but poorly documented
in the current literature. We present the associa-
tion of Klinefelter’s syndrome (KS) with inflammatory
rheumatic diseases, i.e. rheumatoid arthritis (RA),
juvenile idiopathic arthritis, psoriatic arthritis, poly-
myositis/dermatomyositis, systemic lupus erythema-
tosus, systemic sclerosis, mixed connective tissue
disease, the antiphospholipid syndrome, and anky-
losing spondylitis. These include two case reports
of patients with KS concurrently associated with RA
or antisynthetase syndrome, respectively, previously
reported by the author and his coworkers. Attention
is paid to the pathogenesis and the course of the
disease in patients with KS. In patients with Turner’s
syndrome monosomy, the X chromatin pattern is
negative in about 60%; most of these patients have

a 45X sex chromosome constitution. In our case
report we found 2 patients with Turner syndrome
associated with rheumatoid arthritis and juvenile
chronic arthritis. A 26 year old patient developed pro-
gressive course of the disease and therefore a com-
bined therapy by antimalarial drugs and methotrex-
ate had to be administered. RA was seronegative.
Turner’s syndrome was diagnosed at the age of 8.
In another patient with Turner’s syndrome diagnosed
at the age of 13, polyarthritic syndrome and exsuda-
tive pleuropericarditis due to infection appeared at
the age of 17. The latter indicated a development of
juvenile idiopathic arthritis with systemic manifesta-
tions, the disease yielded to 1-year therapy. The
presentation outlines the existing relations between
Turner’s syndrome and the development of juvenile
idiopathic arthritis and/or arthritis of the RA type.
The importance of early screening of autoimmune
rheumatic disorders in patients with Klinefelter’s and
Turner syndromes, is emphasized.

Hypothalamic-pituitary-adrenal function in rheu-
matoid arthritis

Richard Imrich

Center for Molecular Medicine, Bratislava, Slovakia

The hypothalamic-pituitary-adrenal (HPA) system is a
powerful neuroendocrine control mechanism involved
in many core body functions including metabolic and
energy homeostasis. The HPA axis has been con-
sidered an important immune modulator primarily in
view of potent anti-inflammatory effects of cortisol
in high physiological and pharmacological doses. A
significance of variations in cortisol concentrations
at the lower (unstimulated) normal range for immune
regulation is less understood. In the context of
chronic inflammation, upregulated HPA function with
higher production of cortisol would be anticipated
in rheumatoid arthritis (RA) and other inflammatory
diseases. On the other hand, the inappropriately low
HPA function has been suspected to be a permis-
sive mechanism for excessive immune response
leading to autoimmunity development. The data
accumulated so far support only subtle alterations
in HPA axis function in RA, mainly at the adrenal
level, particularly in a subset of premenopausal onset
women. Such interpretation is supported by consis-
tent findings of lower levels of adrenal androgens,
particularly DHEAS, in premenopausal onset RA
patients. Consequences of the subtle HPA alterations
in RA for the disease development remain unclear.
From a broader perspective, the lack of appropriate
response from the HPA axis to chronic inflammation
in RA can be simply seen as an ongoing adaptation
to the diseased state with higher priority to the proper
regulation of core body functions over the immune
homeostasis.
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The presence and function of nicotinic acetyl-
choline receptors on osteoclasts, and their ef-
fect on osteoclastogenesis

Péter Mandl'?, Silvia Hayer?, Despoina Sykoutri,
Gyula Podr!, Josef Smolen?, Kurt Redlich?

"National Institute of Rheumatology, Budapest,
Hungary, 2University of Vienna, Austria

In the last few years, the discovery of various neu-
rotransmitter receptors on osteoblasts, osteoclasts
and osteocytes suggested that neurotransmitters,
either released by neurons (sympathetic or sensory
nervous system) or acting as local cellular signaling
molecules (e.g. non-neuronal cholinergic system)
may participate in the control of bone metabolism.
Smoking has been traditionally associated with bone
loss; contradictory effects of nicotine, a primary
agonist of nicotinic acetylcholine receptors (NAChRs)
have been described on osteoclasts. However the
actual presence and function of these receptors on
osteoclasts has previously not been characterized.
Objective: To investigate the presence and function
of NAChRs on osteoclasts. To investigate the poten-
tial effect of NAChRs on osteoclastogenesis.

Authors investigated the presence of nAChR sub-
units a1, a3, a4, and a7 in osteoclasts derived from
mouse bone marrow and spleen, differentiated in the
presence of RANKL and M-CSF. NAChR subunits
were identified by PCR. The effect of nAChR agonists
(nicotine, epibatidine) on osteoclastogenesis and
bone resorption was evaluated in in vitro osteoaclas-
togenesis and dentin slice bone resorption essays
as well as by flow cytometry. Results: Using PCR we
were able to confirm the presence of NAChR subunits

a1, a3, and a4 in mouse bone marrow and spleen
derived osteoclasts differentiated in the presence of
RANKL and M-CSF. Using the nAChR agonist nico-
tine to simulate cholinergic activation we showed that
nicotine (2 uM-1 mM) dose-dependently reduced the
number of TRAP (tartrate-resistant acid phosphatase)
positive multinucleated cells (osteoclasts). Similar
effects were observable with the potent nAChR ago-
nist epibatidine (10 nM-1 uM). Osteoclast size and
nuclei number as well as the size of resorption pits on
dentin slices, reflecting the bone-resorbing capacity
of osteoclasts, showed a parallel significant decrease
upon the administration of nicotine. In gPCR exami-
nations performed with the nAChR agonist nicotine,
nicotine dose-dependently reduced the expression
of osteoclast markers cathepsin-K and MMP-9. In
addition we observed a significant decrease in the
number of TRAP positive mononuclear cells (osteo-
clast precursors), paralleled with an increase in the
number of TRAP negative mononuclear cells. NAChR
agonists had no significant effect on the overall cell
numbers within the essay. Using 7-AAD-Annexin
staining in flow cytometry experiments, we could not
detect a significant difference in the ratio of apoptotic
cells between nicotine-treated and untreated cells,
suggesting that the effect of nicotine is not realized
through an apoptosis-inducing effect.

Authors shown that osteoclasts express nAChRs.
The presence of these receptors and the effect of
the nAChR agonists suggests that the cholinergic
nervous system may play a regulatory role in osteo-
clastogenesis.
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Rapid radiographic progression and therapy
choice in rheumatoid arthritis

Peter C. Taylor

Imperial College London, United Kingdom

Inflammation is the major factor driving the progres-
sion of structural damage in rheumatoid arthritis
(RA), which results in a decline in functional capac-
ity and quality of life. The severity of inflammation
and progression of joint damage varies from patient
to patient. In patients where inflammation is more
severe, extensive damage can occur within only a
few years of disease onset. Identifying patients with
RA at high risk of rapid radiographic progression
enables immediate and intensive intervention and a
greater opportunity to change the course of disease.
According to the recent EULAR recommendations
bad outcome independently could be predicted by a)
the presence of autoantibodies, that is, rheumatoid
factor and/or anticitrullinated peptide antibodies,
particularly at high levels; b) high disease activity
as measured by composite indices (DAS, DAS28,
Simplified Disease Activity Index and Clinical Disease
Activity Index), swollen joint counts or acute phase
reactants (C reactive protein, erythrocyte sedimenta-
tion rate); c) early occurrence of erosions. These fac-
tors have recently also been amalgamated into a risk
model, a convenient tool to predict the risk of rapid
radiographic progression from routine laboratory
parameters. Infliximab has been evaluated in both
short- and long-term disease in rapidly progress-
ing patients and has been shown to rapidly reduce/
normalize CRP level, demonstrating suppression of
inflammation and inhibition of radiological progres-
sion. Rapidly progressing patients may benefit from
initial treatment with infliximab plus MTX combination
therapy. Golimumab were also effective at reducing
the signs and symptoms in patients with active RA,
and has been shown to inhibit radiographic progres-
sion both in RA and in PsA.

Golimumab: An effective and convenient thera-
py to address the needs of patients with rheu-
matoid arthritis

lain Mcinnes

University of Glasgow, Scotland

It is generally agreed that a TNF-inhibitor should
be the first biologic addition after an incomplete
response to MTX or combination of DMARDs in
rheumatoid arthritis (RA). However, understanding
the perceptions of patients who live with rheumatoid
arthritis (RA) and their views on its treatment can
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provide a valuable perspective to the rheumatologist
and may help to shape our management strategies.
The RAISE (Rheumatoid Arthritis: Insights, Strategies
& Expectations) Patient Device Handling Survey was
executed to better understand the impact of these
specific concerns among patients with rheumatoid
arthritis. A structured, in-person, interviewer-assisted
survey was utilized to gather data from patients with
RA from Canada, France, Germany, and the United
Kingdom. A combined total of 425 patients using
one of 2 autoinjectors (adalimumab or etanercept)
completed the survey. The issue most commonly
reported by patients was pain/burning on injection by
up to 36% of patients. The most commonly reported
features that patients believed were important to
have in an autoinjector were the location of the auto-
injector button, a means for determining that the
medication had been delivered correctly, as well as a
device that is easy to use, comfortable/easy to hold,
and simple to learn.

Golimumab, a recently approved TNF-inhibitor was
tested in a highly comprehensive clinical trial program.
Golimumab has been proven to be effective at reduc-
ing the signs and symptoms in patients with active
RA, and has been shown to inhibit radiographic pro-
gression both in RA and in PsA. Clinically meaningful
improvements were seen in HRQoL, HAQ-DI, fatigue
and pain in RA. The safety profile of golimumab is
similar to other anti-TNF agents, with overall low rates
of discontinuation due to AEs and injection site reac-
tions. Golimumab administered with the SmartJect
autoinjector may ensure that the anti-TNF-a efficacy
standards are simultaneously met with the needs
identified in the RAISE survey — through innovation
that involved both experts and RA patients.

Spondyloarthritis: Many manifestations of
one disease - a multidisciplinary approach to
management

Joachim Sieper

Charité University, Berlin, Germany

While ankylosing spondylitis (AS) is generally char-
acterized by sacroiliitis, co-existing peripheral arthri-
tis and extra-articular manifestations, such as gut
and eye involvement, are commonly seen with the
disease. In fact, as many as 50% of patients with
AS also present with anterior uveitis, and a similar
proportion may have subclinical inflammation of the
gut. Psoriasis is also seen in approximately 20%
of patients with AS. Rheumatologists frequently
encounter patients with these manifestations and
understand the importance of recognizing these
symptoms. The new ASAS classification criteria for
axial SpA also underlines the relevance of extra-
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articular manifestations. While there appears to be no
difference in efficacy for the currently available TNF-a
inhibitors with regard to treatment of AS axial symp-
toms, there are differences regarding extra-articular
symptoms. If treatment with a TNF-o inhibitor is
warranted, the monoclonal antibodies would appear
to be preferred for the management of AS with cur-
rent or likely future extra-articular manifestations and
comorbid conditions. Currently, infliximab is the best
studied monoclonal antibody with a wide spectrum
of proven efficacy. Clinical data with the recently intro-
duced golimumab also show rapid, significant, and
sustained improvement in the signs and symptoms
of AS including ASAS responses, BASDAI, BASFI,
health-related quality of life and sleep quality. Clinical
improvements were maintained in the long term.
Psoriatic arthritis (PsA) is characterized by skin
lesions, nail involvement, and joint inflammation.
Through consensus, the Group for Research and
Assessment of Psoriasis and Psoriatic Arthritis
(GRAPPA) recently published recommendations for
the treatment of PsA based on the level of evidence
of effect on each established clinical manifesta-
tions. For disease manifestations, including periph-
eral arthritis, spinal disease, skin disease, enthesitis,
and dactylitis, infliximab received a Grade A recom-
mendation, indicating that it has category 1 evidence
of efficacy in treating these aspects of PsA. Although
not available at the time the GRAPPA recommenda-
tions were developed, the monthly subcutaneous
anti-TNF golimumab has also demonstrated signifi-
cant improvements in signs and symptoms of active
PsA and associated skin and nail psoriasis through
week 24. Long-term data provide additional support
in managing patients with golimumab.

The need for early intervention in spondyloar-
thritis

Maxime Dougados

René Descartes University Paris, France

Spondyloarthritis (SpA) was first recognised 30 years
ago as a distinct entity among the inflammatory
rheumatic disorders. Current diagnostic criteria (e.g.
Amor’s and Modified New York) are specific for
established disease; however, their use in early dis-
ease is limited by their requirement for evidence of
radiographic sacrailiitis, which only appears in later
disease, and sometimes may not appear at all. Early
diagnosis is also hindered by the non-specific nature
of early presenting symptoms, such as lower back
pain and stiffness.

Although non-specific, it has been shown that these
early symptoms may still be substantial, affecting
patient function, ability to work and quality of life even
wh