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Review

Classification and Diagnosis of Axial Spondyloarthritis
— What Is the Clinically Relevant Difference?

Jurgen Braun, Xenofon Baraliakos, Uta Kiltz, Frank Heldmann, and Joachim Sieper

Table 1. Differential diagnoses of sacroiliitis.

Sacroiliac changes in other rheumatic discases
Osteitis condensans ilii
Osteoarthritis of the sacroiliac joint
Sacroiliitis in gout
Sacroiliitis in crystal deposition diseascs
Sacroiliitis in familial Mediterranean fever
Sacroiliitis in Behget disease
Sacroiliitis in sarcoidosis
Sacroiliitis in systemic lupus erythematosus
Sacroiliac changes in Paget disease
Infectious sacroiliitis
Staphylococci, streptococci
Mycobacterium mberculosis
Brucella species
Postinfectious structural changes in the sacroiliac joint
Pelvic fracturcs
Malignancy
Lymphoma
Leukemia
Sarcoma
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Recommendation
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g Treating spondyloarthritis, including ankylosing

OFPEN ACCESS spondylitis and psoriatic _arthritis, to target:
recommendations of an international task force
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Désiree warn Heijde

ASAS Classification Criteria for
Axial Spondyloarthritis (SpA)

In patients with 23 months back pain and age at onset <45 years
Sacroiliitis on imaging*
plus OR
21 SpA feature*

HLA-B27

plus
22 other SpA features*

#SpA features *Sacroiliitis on imaging
* inflammatory back pain * active (acute) inflammation on MRI
*  arthritis highly suggestive of sacroiliitis
*  enthesitis (heel) associated with SpA
¢ uveitis *  definite radiographic sacroiliitis
- dactyiitis according to mod NY criteria
*  psoriasis
*  Crohn's/colitis
* good response to NSAIDs
*  family history for SpA R —

*  HLA-B27
*+ elevated CRP

Sensitivity: 82.9%, Specificity: 84.4%
Imaging alone: Sensitivity: 66.2%, Specificity: 97.3%

ASAS

\ Rudwaleit M et al. Ann Rheum Dis 2009,68:777-783 (with permission)




OEPANMEYTIKA MPQTOKOAAA 2YNTATOTPADHZH2
PEYMATOAOIKQN NO2ZHMATQN

ATKYAONMOIHTIKH ZMONYAITIA
OAPMAKEYTIKH OEPAMEIA
A. NMpocBoln aovikoU okeAeTOU
1ng emhoyng
MZAOD
Inueiwon: Enapknig Oepamnevtiknl dokiun o MZAD eivou n:
- Ogparneia 23 HAVECG OTLC LEYLOTEC CUVIOTWHEVEC 1 OVEKTEC SOOELG, EKTOC EAV UTIAPYEL
avtévoelén
- Oegpaneia <3 punveg oe duoavetia, ToflkoTNTA 1 AVTEVOELEN
2n¢ ertlhoyng
- avti-TNF
Inueiwon: OLnpoinmoB<oelg yia tnv Evapén avti-TNF Ospaneiag eivat ot e€QC:
e Evepyog A2 emti 24 eBdouadec.
Mo va XOpOLKTNPLOTEL EVEPYOG N VOOOC Ba TpETEL:
- O b¢eiktng BASDAI va eival 24 (o€ kAipako 0-10)



GESPIC found no difference in radiographic
progression with high NSAID intake overal

Poddubnyy D, et al. ARD 2012;71:1616-22

There is no evidence to support the obligatory use of
DMARD before or concomitant with TNFi in patients
with axSpA (LOE |, SOR A)

2014 Update on the CRA /SPARCC



BASDAI: 5,8
ASDAS-CRP: 3,6
BASFI: 4,5

BASMI: 1,8
PGA: 6,5




** MeyaAUtepa mOOOOTH QMAVTNONG OTNV AVTL-
TNFa 9cpancia erituyyavouv ot aodeveic pue
vynAn CRP/MRI+ karta tnv évapén

\_

Tumor Necrosis Factor « Inhibition in Radiographic and
Nonradiographic Axial Spondyloarthritis

Results From a Large Observational Cohort

Adrian Ciurea,' Almut Scherer,” Pascale Exer,* Jirg Bernhard,* Jean Dudler,®
Brigitte Beyeler,T Rudolf Kissling,® Daniel Stekhoven,? Kaspar Rufibach,”
Giorgio Tamborrini,® Bettina Weiss,® Riidiger Miiller,” Michael J. Nissen,'®
Beat A. Michel,! Désirée van der Heijde,'" Maxime Dougados,'?
Annelies Boonen,'* and Ulrich Weber,® on behalf of the Rheumatologists
of the Swiss Clinical Quality Management Program for Axial Spondyloarthritis
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+»* Ot TNFa ivat artoteAsouatikoi otn peiwon Twv
ONUEIWV KAl CUUNMTTWUATWV TNG VOOOU

¢ Mnopei va uniapyet emtBpaduvon tng
aKToAoyikn¢ e€EALéNG o€ TEooepa xpovia



Age at First Symptoms and at First Diagnosis
in Ankylosing Spondylitis Patients

o;A 920 rhales b
©4 476 females

Cumulated percentage of patients

Age in years

Average delay in diagnosis: 9 years

Feldtkeller E et al. Curr Opin Rheumatol 2000;12:239-247 (with permission) A‘.i'A§



Rheumatology 2010;49:1570-1577

RHEUMATOLOGY s Arcoms ebienton & Moy 2010
Original article

Working status in patients with rheumatoid arthritis,
ankylosing spondylitis and psoriatic arthritis: results
from the British Society for Rheumatology Biologics
Register

Suzanne M. M. Verstappen', Kath D. Watson', Mark Lunt', Katie McGrother’,

Deborah P. M. Symmons1 and Kimme L. Hyrich‘, on behalf of the BSR Biologics
Register

« Patients with RA who respond to anti-TNF therapy
are less likely to become work disabled.

« Earlier introduction of anti-TNF therapy may prevent
patients with RA, AS and PsA from becoming work
disabled in the future.
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vHBV (Ag, s, e, c), HCV, HIV

v'Mantoux



Half of the patients (48%) remained under treatment and almost 920%
were in partial remission or had low disease activity

Rheumatology 2011,50:1690-1699

RH E U MATO LO G Y Advance 100‘02; publication :Tofjt/::;??
Newe Original article
EpuBnua Persistent clinical efficacy and safety of

infliximab in ankylosing spondylitis after
AUEnGN 8 years—early clinical response predicts

long-term outcome

nieong

Xenofon Baraliakos', Joachim Listing®, Claudia Fritz?, Hildrun Haibel®,

Rieke Alten®, Gerd-Riidiger Burmester®, Andreas Krause®, Stefan Schewe’,
Matthias Schneider®, Helmut Sérensen®, Reinhold Schmidt'®, Joachim Sieper®
and Juergen Braun'







XapnAo npodiA avoooyoviKOTNTOLG

Does not
induce
apoptosis in
some tissues

Etanercept

N 4

Does not fix
the
complement

Furst DE, et al. Arthritis Rheum 2006;36:159-67
Tracey D, et al. Pharmacol Ther 2008;117:244-79
Senabre-Gallego JM, et al. P P and Adherence 2013;7:961-72



AcPAAELA KOL ATIOTEAECOUATIKOTNTA

Baraliakos et al. Arthritis Research & Therapy 2013, 15:R67 s} [l
http://arthritis-research.com/content/15/3/R67 . a t MAt I S
researc erapy
RESEARCH ARTICLE Open Access |

Long-term outcome of patients with active
ankylosing spondylitis with etanercept-sustained
efficacy and safety after seven years

Xenofon Baraliakos", Hildrun Haibel?, Claudia Fritz®, Joachim Listing®, Frank Heldmann', Juergen Braun' and
Joachim Sieper”




AcPAAELA KOL ATIOTEAECOUATIKOTNTA

Rheumatology 2015;54:257-261

R H E U M ATO LO G Y Advance Agg;;:;ggﬁ;::i:uﬁgoz?gﬁ:f;i?i
Concise report

Prevention of new osteitis on magnetic resonance
Imaging Iin patients with early axial spondyloarthritis
during 3 years of continuous treatment with
etanercept: data of the ESTHER trial

In-Ho Song’, Kay-Geert Hermann?, Hildrun Haibel', Christian E. Althoff?,
Denis Poddubnyy’, Joachim Listing®, Anja WeiB3, Ekkehard Lange?,
Bruce Freundlichs, Martin Rudwaleit'® and Joachim Siepner1



ATIOTEAEOHATIKOTNTA WC 2" ypa NG anti-TNFa
-0V

Efficacy on switching to a second anti-TNF drug has
been evaluated in observational studies with good
response rates

Coates LC, et al. Rheumatology (Oxford) 2008;47:897-900

Switching from infliximab to etanercept has been
evaluated in observational studies and reported
good clinical response rates

Delaunay C, et al. J Rheumatol 2005;32:2183-85
Conti F, et al. ARD 2007;66:1393-97



Hedlinga et al. BMC Musculoskeketal Disorders (2015) 16:80
DOl 10.1186/512891-015-05323

BMC
Musculoskeletal Disorders

RESEARCH ARTICLE Open Access

+ Eular CV-RM guideline considers AS to be an
Cardiovascular risk management in patients with important CV risk factor
active Ankylosing Spondylitis: a detailed

evaluation

Sjoerd C Heslinga**, Inge A Van den Qever'”, Alper M Van Sil"**, Mike J Peters®,
rene £ Van der Horst-Bruinsma'”, Yvo M Smulders and Michael T Nurmohamed'***

Joint Bone Spine.

+ SpA pts are at a greater CV risk
owing to a higher atherogenic index

Papagoras C Markatseli TE Saougou | AlamanosY
Zikou AK Voulgari PV Kiortsis DN Drosos AA

p
10.1016/j.semar

r;44(5):551-5. doi:
.10.007. Epub 2014 Oct 18.

vascular events in
ankylosing spondylitis: An
updated meta-analysis

+ AS pts appear to have a higer risk of myocardial
infraction and stroke

+ Management of CV risk factors and control of systemic
inflammation should be taken into account in AS to
decrease this high CV risk
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Original article

Cost-effectiveness of etanercept in patients with
severe ankylosing spondylitis in Germany

Aileen R. Neilson', Joachim Sieper? and Maria Deeg®

Rheumatology key messages

« Treatment of severe AS with ETN has comparable
cost-effectiveness to anti-TNF treatment of other
rheumatic diseases in Germany.

+ Results demonstrate substantial economic benefits
when taking a societal cost perspective.
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YrtovOulapBpomnabelec: “Treat to target”

Mpoobnkn aywyng MpooBrkn aywyns o anwAeLa

oupdwva pe tnv QTOTEAEOHATIKOTNTOG
gvePYOTNTA TNG VOCOU

Awatiipnon
> E——) .

Xpron SEIKTWV KAWLKAG Xpnon SelKTwv KAWIKAG
EVEPYOTNTAC VOOOU Kol EVEPYOTNTOG VOOOU KOl
Sdelktwv PpAgypovng Omwg SdelkTWV PAgyOVNG OTIWG
TipoPAETETAL nipoPBAEneTatl
XopnAR Atatnpn'on
: Y XONANG
gvepyotnta .
) gvepyotnta
Mpoobrikn anVﬁC Uﬂlld)lea NpocBrikn aywyng o€ amMwAEL
ME TNV EvEPyOTNTA TNG VOOOU OTIOTEAECUOTIKOTNTOG

* Afoviki 21iA, Mepupepikri, Ywplaowr apdpitida Smolen JS. Ann Rheum Dis 2013,0:1-11



ClinicalTrials.gov

A service of the U.S. National Institutes of Health
NCT02202850

Defining Remission With Etanercept in AS in Real Life
Clinical Practice (REACH AS)

»Purpose

Determine which remission criterion at Month 6 predicts
remission at Month 12 the best


https://clinicaltrials.gov/ct2/home
https://clinicaltrials.gov/ct2/home
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HLA-B27 +
[

BASDAI: 5,2
ASDAS-CRP: 3,3

BASFI: 3,9
BASMI: 1,5




ASAS Classification Criteria for
Peripheral Spondyloarthritis (SpA)

Arthritis or enthesitis or dactylitis
plus

= 1 SpA feature = 2 other SpA features
uveitis arthritis
psoriasis enthesitis
Crohn's/colitis dactylitis
preceding infection inflammatory back pain (ever)
HLA-B27 family history for SpA
sacroiliitis on imaging

Sensitivity: 77.8%, Specificity: 82.2%; n=266

Rudwaleit M et al. Ann Rheum Dis 2011,;70:25-31 (with permission)
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Descriptions of spinal MR lesion

d
deﬂnltion of a positive MRI of thess;?ne in
axial spondyloarthritis: a consensual
approach by the ASAS/OMERACT MRI study
group

Kay-Geeft A Hermann, Xenofon Baraliakos, Désirée MFM van der
Heijde, et al.

Ann Rheum Dis 2012 T1: 1278-1288 originally published online May 14,
2012
doi: 10.1136/ard.2011.150680 B

>3 corner inflammatory lesions (anterior /posterior spondylitis)

or
several fat depositions at vertebral edges
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Spinal Inflammation in the Absence of Sacroiliac Joint
Inflammation on Magnetic Resonance Imaging in Patients
With Active Nonradiographic Axial Spondyloarthritis

Désirée van der Heijde," Joachjm Slcpcr, Walter P. Maksymowych Matthew A. Brown,*
Robert G. W. Lambert,” Suchitrita S. Rathmann,® and Aileen L. Pangan®




ASAS Classification Criteria for
Peripheral Spondyloarthritis (SpA)

2 1 SpA feature 2 2 other SpA features
¢ uveitis OR + arthritis
+ psoriasis + enthesitis
+ Crohn's/colitis + dactyltis
+ preceding infection +inflammatory back pain (ever)
+ HLA-B27 + family history for SpA
+ sacroilitis on imaging
Sensitiy:77.8%, Speciity: 82 2%; 1=266

.““

\

Rudwaleit M et al. Ann Rheum Dis 2011;70:25-31 (with permission) \'n‘;

ASAS Classification Criteria for
Axial Spondyloarthritis (SpA)

In patients with 23 months back pain and age at onset <45 years

OR
#SpA features *Sacroilitis on imaging

* inflammatory back pain * active (acute) inflammation on MRI

o arthritis highty'suggeg,tive of sacroilitis

* nthesis (ee) e

o uvels J deﬁnng radiographic sagro[llms

¢ dacyils according to mod NY criteria

¢ psoriasis

* Crohn's/colitis

* good response to NSAIDs

* family history for SpA ——

* HLAB2 Sensivy: 829%,Speciicy: 84 4% -

+ elevated CRP Imaging alone: Sensivy: 66 2%, Specficly: 7.3% ')

ASAS

Rudwaleit M et al. Ann Rheum Dis 2009;68:777-783 (with permission) W




Recommendation

EULAR recommendations for the use of imaging in

the diagnosis and management of spondyloarthritis
in clinical practice

P Mandl, ' Vv MNavarro-Compan,? 2 L Terslev,? P Aegerter,® D van der Heijde,?

M oA D Agostinoe,® X Baraliakos,” S J Pedersen,® A G Jurik,® E Naredo,'°

C Schueller-Weidekamm,'" U Weber,"? M C Wick,'® P A C Bakker,? E Filippucci, '#

P G Conaghan, ' M Rudwaleit,'® G Schett,’” ) Sieper,’® S Tarp.’® H Marzo-Ortega, '~

| o Sommte y

Axial SpA: diagnosis 95(9.2-98
A. In general, conventional radiography of the SI joints is recommended as the first imaging method to diagnose sacroiliitis as part of axial SpA

In certain Gases, such as young patients and those with short symptom duration, MRI of the S joints is an afternative first imaging method.

B. If the diagnosis of axial SpA cannot be established based on clinical features and conventional radiography, and axial SpA is still suspected,

MRI of the S joints is recommended. On MRI, both active inflammatory lesions (primarily bone marrow oedema) and structural lesions (such as

bone erosion, new bone formation, sclerosis and fat infiltration) should be considered. MRI of the spine is not generally recommended to

diagnose axial SpA.

C. Imaging modalities, other than conventional radiography and MRI are generally not recommended in the diagnosis of axial SpA*.

Atial SpA: monitoring activity 928896 b
MRI of the SI joints and/or the spine may be used to assess and monitor disease activity in axial SpA, providing additional information on top of

dinical and biochemical assessments. The decision on when to repeat MRI depends on the clinical circumstances. In general, STIR sequences are

sufficient to detect inflammation and the use of contrast medium is not needed.

Peripheral SpA: diagnosi o - ' | 949098 i
When peripheral SpA is suspected, US or MRI may be used to detect peripheral enthesitis, which may support the diagnosis of SpA.
Furthermore, US or MRI might be used to detect peripheral arthritis, tenosynovitis and bursitis.

Peripheral SpA: monitoring activity 938997 b
US and MRI may be used to monitor disease activity (particularly synovitis and enthesitis) in peripheral SpA, providing additional information on

top of clinical and biochemical assessments. The dedsion on when to repeat US/MRI depends on the clinical circumstances. US with

high-frequency colour or power Doppler is sufficient to detect inflammation and the use of US contrast medium is not needed.
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Kim et al: Rates of TB infection in etanercept compared with the
mAb TNF inhibitors
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Among patients with AS, soluble receptor TNF inhibitor treatment is associated with a lower risk of

TB infection compared with TNF inhibitor mAb treatment

mAb, monoclonal antibody;
PY, patient-years; TB, tuberculosis

Kim EM, et al. J Rheumatol 2011;38:2218-2230
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Gottlieb et al: Safety analysis in patients receiving etanercept
across approved indications

Rates of serious infections in all trials
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Data from 49 clinical trials, worldwide, involving up to 13877
patients and at least 18262 patient years of Etanercept exposure,
includes all trials, not only RCTs Etanercept in controlled, double blind trials across indications

Gottleib AB, et al. J Drugs Dermatol 2011;10:289-300 DMARD, disease-modifying anti-rheumatic drug



Scand J Rheumatol. 2014;43(1):49-53. doi: 10.3109/03009742.2013.834961

Rates of serious infections, opportunistic infections, inflammatory

bowel disease, and malignancies in subjects receiving etanercept vs.
controls from clinical trials in ankylosing spondylitis: a pooled
analysis.

van der Heijde D1, Zack D, Waijdula J, Sridharan S, Koenig AS.

Analyses included 1323 subjects (> 1500 subject-years of treatment). Rate ratios of serious
infections and IBD events for etanercept vs. placebo/sulfasalazine during the double-blind
studies were 2.19 [95% confidence interval (Cl) 0.22-107.79] and 1.09 (95% CI 0.06-
64.56), respectively. There were no reports of opportunistic infections. Using the Surveillance,

Epidemiology and End Results database, the standardized incidence ratio for malignancies
was 1.47 (95% Cl 0.54-3.21).
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Symptomatic Efficacy of Etanercept and
Its Effects on Objective Signs of Inflammation in
Early Nonradiographic Axial Spondyloarthritis

A Multicenter, Randomized, Double-Blind, Placebo-Controlled Trial
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Consistently Good Clinical Response in Patients with
Early Axial Spondyloarthritis After 3 Years of
Continuous Treatment with Etanercept: Longterm
Data of the ESTHER Trial
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Efficacy of etanercept on rheumatic signs and
pulmonary function tests in advanced ankylosing
spondylitis: results of a randomised double-blind
placebo-controlled study (SPINE)
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Lung parenchymal changes in patients with ankylosing
spondylitis
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