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Damage in SpA goes one step further than RA

AS:

RA:

Step 1 Step 2a Step 2b Step 3
EROSIVE WLAM.MWML OSTEO-
INFLAMMATION s > BonE e Y e »| PROLIFERATION
(fluctuating) DESTRUCTION REFLACEMENT by (SYNDEBMOPHYTES)
REPAIR TISSL)
F
ERDSIVE
INFLAMMATION  |==--p BOME
(perssting) DESTRUCTION
Rheumatoid arthritis AS structural
structural damage score
damage score (mSASSS)
Time

Arthritis Rheum. 2008 Mar;58(3):649-56



ASAS-EULAR recommendations for the management
of axial spondyloarthritis: 2022 update

* The primary goal of treating the patient with axSpA is to maximise

Definition of Health by WHO (1948)

health-related quality of life through control of symptoms and “A state of complete physical,
mental and social well-being and
inflammation, prevention of progressive structural damage, and not merely the absence of disease or

infirmity”

preservation/normalisation of function and social participation.

* Treatment of axSpA should aim at the best care and must be based on

a shared decision between the patient and the rheumatologist.

Ann Rheum Dis 2023,;82:19—-34



Recommendation

ASAS-EULAR recommendations for the management
of axial spondyloarthritis: 2022 update

Recommendations

The treatment of patients with axSpA should be individualised according to the current signs and

symptoms of the disease (axial, peripheral, extramusculoskeletal manifestations) and the patient E€atopikeuon
characteristics including comorbidities and psychosocial factors.

Disease monitoring of patients with axSpA should include patient-reported outcomes, clinical

e ciical presomation. Th requency of onitoring ahold b decidedonan inchicua ass | "9POKOhOUENan
depending on symptoms, severity and treatment.

Treatment should be guided according to a predefined treatment target. Itoxol

Ann Rheum Dis 2023,;82:19—-34



Nwc petpeita n AEIA

KAwvika ATIELKOVLOTLKAL
ASDAS
ASAS-HI
ASQolL * 1984 NY criteria
BASDAI *  mSASSS
BASFI *  SPARCC (SlJ/Spine)
BASMI * Berlin MRI Score (SlJ/Spine)
EQ-5D
LEI, MEI, MASES...

Skeletal Radiol. 2025 May 10;54(11):2399-2409
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Opia ASDAS yia eKTignon evepyoTnTag vooou

<13 <21

>3.5

Machado P &1 al. Ann Rheumn Dis 2011,70:47-53 {with permission)



AEITOYPTIKOTHTA

BASFI

HYEQOUNVAGS s Lol ~voniionias
INUEIWOTE Pe pia KABETN ypappr TNV IKavOTATE 0ag va TTPAayHATOTTOIEITE TA TTAPAKAETW KATE ™mv
TeAeuTaia efSopdada
IHMEIQIH: BOHOHMA EINAI KAGE EPMAAEIO MOY IAZ BOHOA NA MPArMATOMOIHIETE MIA MPAZH.
1. Na BaAere Tnv kdAToa A TO KAATOOV XWpig BoriBeia f BorBnua (TT.X. AaBH yia KAATOEG).
0 1 2 3 4 5 6 4 8 9 10

Eukoda AvokoAa

2, Na OKOWETE EPTTPOG WE TN PEOT) VI Va TTIGOETE £va POAUBI aTé TO TaTWHA Xwpig BoriBnua.
0 1 2 3 4 5 6 7 8 9 10

EUkoAa AvokoAa

3. Na @rdoete éva ynAo6 pagr xwpig BoriBeia fi Bordnua.
/] 1 ; 4 3 E 5 6 7 8 9 10

EukoAa AuokoAa

4. Na onkw8eire amé kapékAa xwpig BTTpAToa Xwpig va XpnaIHOTIOINCETE Ta XEPa 0ag A GAAN BoriBeia.
o 1 2 3 4 5 6 7 8 9 10

EukoAa AuokoAa

5. Na onkw8eite ammé To mdTwpa evi eioTe EamAwpEvog/n pe TNV TAGTN Xwpig BorBeia.
0 1 2 3 4 5 6 7 8 9 10

EUukoda — — AvUokoAa

6. Na oraBeite o€ 6pBia oTdon (xwpig oTpiypa) emi 10 AeTTTd Xwpig va vikoeTe Suopopia.
[/ 1 2 3 4 5 6 7 8 9 10

EukoAa AvokoAa

7. Na aveBeite 12-15 okaAomrdma xwpig va XpEIAOTE! va TTACTEITE QT TNV KOUTIAaTH A va

Xpnoiyotroifioete kdmoio BorBnua (éva moédI o€ KGO OKaAI).
o 1 2 3 4 5 6 7 8 9 10

EUxkoAa AUokoAa

8. Na koITageTe Triow amoé Tov WHo oag Xwpig va yupioeTe T0 OWHa 0ag.
0 1 2 3 4 5 6 7 8 9 10

EUkoAa AuokoAa

9. Na kdveTe 5paoTnPIGTATES TTOU ATTAITOUV QUOIKH KATAOTAON (TT.X. AOKATEIG QuoloBeparreiag,

KNTToupIkA, aBAfuara).
0 1 2 8 4 5 6 7 8 9 10

ElkoAa Avokoha

10. Na mpayuaromroifgeTe Tig 5pacTtnpiéTnTag piag oAGKANPNG NHEPAG OTO OTTITI f) 0TV SOUAEId.

0 1 2 3 4 5 6 ' 4 8 9 10

Eukoda  — AuokoAa




MéEtpnon Kwvntwkotntog 22

eular &  Spinal mobility: lumbar flexion [modified Schober’s test] eular & Spinal mobility: spinal lateral flexion

eular s Spinal mobility: cervical rotation eular « Spinal mobility: inter-malleolar distance




BASMI

Item,l' Points 0 1 2 3 4 5 6 T 8 9 10
TragustuWall =10 10.1-12.9 (13-159 |16-18.9 |19-21.9 (22-249 |[25-27.9 |2B-30.9 |31-339 (34-36.9 (237
Lumbar Flexion
[Mudiﬁed 27.0 6.4-6.9 5.7-6.3 5.0-5.6 43-49 3.6-4.2 2.9-3.5 2.2-2.8 1.5-2.1 0.8-1.4 =0.7
Schober’s)
Intermalleolar
Distance 2120 110-119.9(100-109.9|90-99.9 |80-89.9 |(70-79.9 |60-69.9 |50-59.9 |40-49.9 (30.1-39.9 (=30
Cervical
. Z85 76.6-84.9 [68.1-76.5 |59.6-68 |51.1-59.5 |42.6-51 |34.1-425 [25.6-34 |17.1-25.5 |8B.6-17 =8.5
Rotation
Lumbar Side
220 18-15.9 [15.9-17.9 |13.8-15.8 (11.7-13.7 |9.6-11.6 |7.5-9.5 54-7.4 3.3-5.3 1.3-3.2 =1.2

Flexion




Ot KAWLKOL SEIKTEC £XOUV KOAN OCUGYXETLON METAEL TOUC

Table 1 Convergent validity analysis: correlation matrix (Spearman’s rho) of the ASAS HI Questionnaire versus anthropometric measures
(BASMI), specific and generic HRQoL questionnaires (ASQolL and EQ-5D), functional disability (BASFI) and disease activity scores
(BASDAI, ASDAS-CRP and SASDAS)

ASQoL BASDAI BASFI BASMI EQ-5D SASDAS ASDAS-CRP
ASAS HI 0.784 0.568 0.671 0.303 —0.460 0.640 0564
<0.0001 <0.0001 <0.0001 0.0003 <0.0001 <0.0001 <0.0001
ASQoL 0.645 0.626 0.271 —0436 0689 0620
<0.0001 <0.0001 0.0012 <0.0001 <0.0001 <0.0001
BASDAI 0.586 0.192 —0.453 0.868 0.757
<0.0001 0.0229 <0.0001 <(0.0001 <0.0001
BASFI 0.578 -0.329 0.723 0624
<0.0001 0.0001 <0.0001 <0.0001
BASMI -0.160 0321 0.289
0.05%0 0.0001 0.0005
EQ-5D ~0.407 0418
<(0.0001 <0.0001
SASDAS 0.845
<0.0001

Health Qual Life Outcomes. 2016 May 17:14:78



CRP and ASDAS predict structural progression in AXSpA

GESPIC OASIS
A Longitudinal relationship between ASDAS and mSASSS
704 crp A | 0
g0 O <=6moilL '
A > Bmgil
p =0.001 = 257
50 D M
=]
) 40 2 201
L £ 5
% 30~ 40 v 15
° 3
20 f. E 10 w— ASDAS 1.0 (inactive disease)
‘M‘ dp = ASDAS 2.0 (moderate disease activity)
51 45045 3.0 (high disease activity)
-+ - AS0DAS A0 (very high disease activity)
0% 26% 50% 75% 100% % 2 4 6 8 10 12
Cumulative Percentage of Patients Follow-up time (years)

Arthritis Rheum. 2009 Mar;60(3):717-27 Ann Rheum Dis. 2014 Aug;73(8):1455-61



2017: Enéktaon tng €vvoloc Treat-to-Target (T2T) otig ZA

Adapt therapy
according to
disease activity*

> Remission

Adapt therapy
accordingto
disease activity*

Low disease
activity

Adapt therapy
if state is lost*

Sustained

Use

or axSpA and
A or MDA for

o,

Adapt therapy
if stateis lost*

Remission

Sustained low
disease activity

*Consider extra-articular
manifestations, comorbidities,
other patient factors and
drug-related risks

Ann Rheum Dis. 2018 Jan;77(1):3-17



H otpatnywkn T2T (ASDAS <2.1) péca amo KALVIKEC SOKLUEC

TICOSPA
EkBaoeic (48 eBSopnddeg)

a0 *

20 77

70

*

" 60
§ 50 47
& 40
xX

30

20

10

0
AASAS-HI>30% ASDAS LDA ASAS 40

M Tight control ® Usual care

*p<0.05 vs Usual care

Ann Rheum Dis 2021,;80:1436—-1444



Reco 3: axSpA monitoring activity

LoE/GoR  LoA Imp  Feas  Prior
UPDATE (reworded) 1b/A 9.6 8.3 8.7 3
(0.5) (1.1) (1.3)
MRI of the SlJs and the spine can be used to assess and 100%

monitor disease activity in axial SpA, to assist

treatment decisions.

2025 Update of the EULAR Recommendation for the use of imaging in the

diagnosis and management of spondyloarthritis in clinical practice



JUMUTIEPAOHATIKA: OgpartevuTikoc otoxoc (ASAS/EULAR 2022)

 Treatment should be guided according to a predefined treatment target

* Treatment target should be used as a guidance, but should only result in intensifying
immunosuppressive treatment if physician and patient are convinced of the
presence of residual inflammatory activity and other (contextual) factors do not
impede such an intensification. These include aspects that can potentially influence

the assessment of disease activity, such as fibromyalgia and other comorbidities.

Ann Rheum Dis 2023;82:19-34



Daopa KAWVIKWV EKONAWOoEWYV IA

2KEAETIKN MPOooBoAn E¢wokeAeTikn mpocoBoAn
- Aéppa
* ToOTPEVTIEPLKO
* AEOVIKOC OKEAETOC ,
+ O¢pOaApoi
* MepLdpepLkOg OKEAETOC . Kukhodopikd

= ApOpitida

o EvBeoitida
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Axial disease

Exercise & Physiotherapy

o Home exercise

s Group exercise a regular basis and stop smoking;

physiotherapy should be considered
Pharmacological treatments

= NSAIDs

= Targeted DMARDs
= Anti-TNFa
= Anti-IL-17

o JAK inhibitors

Ann Rheum Dis 2023;82:19-34



Ta MZA® otnv A&ZmA

» Patients suffering from pain and stiffness should use an NSAID as first-line drug

treatment up to the maximum dose, taking risks and benefits into account.

* For patients who respond well to NSAIDs, continuous use is preferred if needed to

control symptoms.

* Contradictory evidence on the effect of NSAIDs on the inhibition of structural

damage progression

Ann Rheum Dis 2023;82:19-34



Ta MZA® & aktivoloyikn ntpoodoc otnv AZ (RCTs)
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Figure 2. Probability plot of modified Stoke Ankylosing Spondylitis
Spine Score (mSASSS) progression over 24 months.

Wanders A. Arthritis Rheum. 2005,;52:1756-65 Ann Rheum Dis 2016;75:1438-1443



Avoootpomonotntikn Oeparneio otnv afovikn vooo

Rheumatologist’s diagnosis of axial SpA

and Lo
p . ZwoTtn dlayvwon

Elevated CRP or positive MRI-SIJ or
Radiographic sacroiliitis*

and

Failure of standard treatment

\ v

4 N
All patients , . ,
MANUUEANG avTamoKkpLon N
At least 2 NSAIDs over Suoavefio oto MIAD
4 weeks (in total)
N J
and
High disease activity: ASDAS 2 2.1 Evepyoc vooog
and

ATOU GOl CUYXUTIKWV
Positive rheumatologist’s opinion . , ,
L nopayoviwy N avtevoeifewv

Ann Rheum Dis 2023;82:19-34



Afovika cupuntwpota — 2toxevpeva DMARDSs

* Avootoleig TNFa

— Adalimumab (mAb)

— Golimumab (mAb)

— Infliximab (mAb)

— Certolizumab pegol (LovooBevec mAb xwpic Fc)
— Etanercept (6ltaAutoc untodoxeac TNF Fc)

* AvoaotoAeic IL-17A i IL-17A/F (6Aa mADb)

— Ixekizumab
— Secukinumab
— Bimekizumab

* AvootoAeic JAK
— Upadacitinib
— Tofacitinib



TMF inhibitors —

IL-17 inhibitors —

JAK inhibitors —|

ASAS 40 in AXSpA trials

Adalimumab (2006)

Week 24
Certolizumab pegol (2014)
Week 24

Etanercept (2003)
Week 24
Golimumab (2008)
Week 24

Infliximab (2005)
Week 24
Bimekizumab (2020)
Week 12
Brodalumah (2021)
Week 16
Ixekizumab (2018)
Week 16
Secukinumab (2015)
Week 16

Filgotinib (2018)
Week 12

Tofacitinib (2020)
Week 16

Upadacitinib (2019)
Week 14

I I I
20 30 40

I I
50 60 70

Patients achieving ASAS40 response (%)
Flacebo M Treatment regimen 1* Ml Treatment regimen 2°

Nat Rev Rheumatol. 2022 Apr;18(4):205-216



Network meta-analyses
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Tpormnomnoleitatl N aktvoAoyikn npoodoc aro touc avtl-TNFa;
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Effect of Therapy on Radiographic Progression in Axial
Spondyloarthritis: A Systematic Review and Meta-Analysis

Paras Karmacharya,' = Ali Duarte-Garcia,' "2 Maureen Dubreuil, ' M. Hassan Murad.' Ravi Shahukhal,?
Pragya Shrestha,’ Elena Myasoedova,' ' Cynthia S. Crowson,' ' Kerry Wright,' and John M. Davis lIl"

Although no significant protective effect of TNFi treatment on spinal radiographic progression was seen over
the course of 2 years or 24 years in patients with axial SpA, our analysis restricted to studies with a low risk

of bias showed a protective effect of TNFi after 24 years
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Treatment With Tumor Necrosis Factor Inhibitors Is
Associated With a Time-Shifted Retardation of Radiographic
Sacroiliitis Progression in Patients With Axial
Spondyloarthritis: 10-Year Results From the German
Spondyloarthritis Inception Cohort

Murat Torgutalp,’ {2/ Valeria Rios Rodriguez,’ (=) Fabian Proft,' (=) Mikhail Protopopov,' Maryna Verba,’
Judith Rademacher,’ () Hildrun Haibel," Joachim Sieper,” Martin Rudwaleit,” and Denis Poddubnyy®

Any TNFi use in the . . 0.05(-0.05, 0.14)
current 2-year interval . !
TNFi for 2 12 months in the . > . -0.03 (-0.11, 0.06)
current 2-year interval ' b
Any TNFi use in the . o 5 -0.09(-0.17, 0.002)
previous 2-year interval ! !
TNFi for =12 months in the ) - L -0.09 (-0.18, -0.003)
previous 2-year interval : 1
TNFi for 2 12 months in the previous and . > .' -0.08(-0.17, 0.004)
212 months in the current 2-year interval ' !
-0.2 -0.1 0.0 0.1 0.2

Beta (95% Cl) for progression in sacroiliitis sum score

The effect of having received 212 months of treatment with TNFi in the previous 2-year radiographic interval
was stronger in patients with nonradiographic axial SpA as compared to patients with radiographic axial SpA



Nepudepikn voooc: ApBpitida, EvBeoitida, AaktuAitida

In patients with peripheral

arthritis, however, csDMARDs are  Glucocorticoid injections

indicated with sulfasalazine being directed to the local site of
musculoskeletal inflammation
may be considered
demonstrated efficacy in the e Patients with axial disease
should not receive long-term
treatment with systemic
glucocorticoids.

the preferred option due to its

subgroup of patients with

peripheral arthritis, unlike

methotrexate which has not

demonstrated efficacy

Ann Rheum Dis 2023;82:19-34



Avoootpomomnotntikn Oeparneio otnv neplpePLKn vOGo

Rheumatologist’s diagnosis of axial SpA

and Lo
p . ZwoTtn dlayvwon

Elevated CRP or positive MRI-SIJ or
Radiographic sacroiliitis*

and

Failure of standard treatment

/

v

\

Patients with predominant

peripheral manifestations

MANUUEARG avTamokpLon N

One local steroid injection if appropriate Sucavetia ota MIAD

Normally a therapeutic trial of

sulfasalazine
1\ J
and
High disease activity: ASDAS 2 2.1 Evepyoc vooog
and

ATOU GOl CUYXUTIKWV
Positive rheumatologist’s opinion . , ,
L nopayoviwy N avtevoeifewv

Ann Rheum Dis 2023;82:19-34




Mowo octoxeupévo DMARD va StaAééw;

MAvo oKeAETIKA VOO O(G

TNFi, IL-17i or JAKi should be considered in
patients with persistently high disease activity
despite conventional treatments; current

practice is to start a TNFi or IL-17i.

EEWUUOOKEAETIKEG EKONAWOELG

If there is a history of recurrent uveitis or
active IBD, preference should be given to a
monoclonal antibody against TNF

In patients with significant psoriasis, an IL-17i

may be preferred

Ann Rheum Dis 2023;82:19-34



Risk of new-onset and recurrent
uveitis with different biologics
for ankylosing spondylitis: a
network meta-analvsis

Recurrent uveitis
4
|

L ®
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®infliximab
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® stanercept

tofacitinib @
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® Placebo

®secukinumakb

FIGURE 7

4 B B
New-onset uveitis

Combined cumulative probability of new-onset and recurrent uveitis.

Zhao X et al. Front Immunol. 2025 Jun 20:16:1556313



Kokkiva onpatakia yia cuvontopén ZnA & ONE

Table 1. Proposed “red flags” to consider further investigation for concomitant IBD or SpA.

Red flags for IBD Red flags for SpA
Chronic diarrhoea for more than 4 weeks Back pain (for more than 3 months)
Abdominal pain for more than 3 months Recurrent or chronic (more than 3 months) peripheral joint
pain or swelling
Nocturnal diarrhoea or abdominal pain Inflammatory spinal pain: age at onset younger than 40

years, insidious onset, improvement with exercise, not
improvement with rest, pain at night

Rectal bleeding (not due to haemorrhoids) Finger swelling (ie, dactylitis) ever
Perianal fistula or abscesses, recurrent oral aphthosis | Heel pain (ie, enthesitis) ever
Unexplained constitutional symptoms: weight loss, Family history of SpA*

fever, anaemia
Family history of IBD

* First- or second-degree relatives with IBD, AS, psoriasis, acute uveitis or reactive arthritis
IBD, inflammatory bowel disease; SpA, spondyloarthritis; AS, ankylosing spondylitis.

Zioga N et al. Mediterr ] Rheumatol 2022;33(Suppl 1):126-36



2TOXEUMEVEC Depareieg otn SLAOECN TOU YAOTPEVTEPOAOYOU 1] TOU PEUHATOAGYOU

Aovikn vOoog T N. Crohn LAY
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Ustekinumab
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Targeting IL-23 in AXSpA

AMERICAN COLLEGE Arthritis & Rheumatology

n - . w Wol. 71, No. 2, February 2019, pp 258-270
OF RHEUMATOLOGY DOI 10.1002/art 40728
uuuuuuuu * THEATHENE - RESEARCH © 2018, American College of Rheumatology

Three Multicenter, Randomized, Double-Blind,
Placebo-Controlled Studies Evaluating the Efficacy an
Safety of Ustekinumab in Axial Spondyloarthritis

Atul Deodhar,’ Lianne S. Gensler,? Joachim Sieper,® Michael Clark,* Cesar Calderon,* Yuhua W. i -

Jocelyn H. Leu,* Kim Campbell,* Kristen Sweet,* Diane D. Harrison,* Elizabeth C. Hsia,s and
Désirée van der Heijde®

RESULTS: For Study 1, primary and major secandary endpoints were not met, and the study was discontinued. As a result, Studies 2 and 3
were prematurely discontinued before they were fully enrolled. For all 3 studies, neiiner ustekinumab dose group demonstrated clinically
meaningful improvement over placebo on key efficacy endpaints. The proportion of patients experiencing adverse events in the ustekinumab
groups was consistent with those in previous studies.

CONCLUSIONS: In these 3 placebo-controlled trials, efficacy of ustekinumab in the treatment of axSpA was not demonstrated. The safety
profile was consistent with that of studies in other indications. This article is protected by copyright. All rights reserved

D

Risankizumab, an IL-23 inhibitor, for ankylosing
spondylitis: results of a randomised, double-blind,
bo-controlled, proof-of-concept, dose-finding
ase 2 study

Dominique Baeten,' Mikkel @stergaard,”* James Cheng-Chung Wej,**

Joachim Sieper® Pentti Jarvinen,” Lai-Shan Tam,® Carlo Salvarani®'® Tae-Hwan Kim,"
Alan Solinger, ' Yakov Datsenko,”® Chandrasena Pamulapati,'* Sudha Visvanathan,
David B Hall,"? Stella Aslanyan, '* Paul Scholl,"* Steven J Padula'

Conclusions Treatment with risankizumab did not
meet the study primary endpoint and showed no
evidence of clinically meaningful improvements
compared with placebo in patients with active AS,
suggesting that IL-23 may not be a relevant driver of
disease pathogenesis and symptoms in AS.

Ann Rheum Dis. 2018 Sep;77(9):1295-1302



Efficacy of guselkumab on axial involvement in patients Clinical Medicine ey
with active psoriatic arthritis and sacroiliitis: a post-hoc
analysis of the phase 3 DISCOVER-1 and DISCOVER-2 studies

Article
Guselkumab in Psoriatic Arthritis: Therapeutic Impact on Axial

Philip ] Mease*, Philip S Helliwell*, Dafna D Gladman, Denis Poddubnyy, Xenofon Baraliakos, Soumya D Chakravarty, Alexa P Kollmeier, and Perlpheral Invo]vement—Monocentrlc Rea]-Wor]d EV]dence
Elizabeth C Hsig, XieL Xu, Shihong Sheng, Prasheen Agarwal, Bei Zhou, Kristen Sweet, May Shawi, Chetan S Karyekar, Atul Deodhar,
Désirée van der Heijde Roberta Foti L2*(0), Giorgio Amato 1 Elisa Visalli !, Ylenia Dal Bosco !, Francesco De Lucia , Angelo Montana 3,

Giambattista Privitera 3, Placido Romeo 3, Fabio Aiello 22, Maria Gabriella Paoli '® and Rosario Foti !
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Lancet Rheumatol 2021;3: e715-23 J Clin Med. 2025; 14: 3151



Phase |

consider in all patients

[ Clinical diagnosis of 1

all patients

{ axSpA J

If symptomatic

-

-5 Physiotherapy

Start NSAID and titrate up to
the maximum tolerated dose

Education
Regular exercise
Stop smoking

|

Sufficient

At least 2 courses response at 2-4 v
NSAIDs P es—
weeks?
No
Phase Il Mainly peripheral symptoms l Purely axial disease
bl if contra-indicated or lack of efficacy N Start TNFi. IL-17" or JAKR?

Consider local
glucocorticoid injection
Consider sulfasalazine

AASDAS=21.1
after at least 12
weeks?

Current practice TNFi or IL-17i"

History of recurrent uveitis or
active IBD*:monoclonal Ab TNF*
preferred; significant psoriasis:
IL-17i" preferred

——Yes

Sustained remission:
consider bDMARD
tapering

Ann Rheum Dis
2023;82:19-34



Afovikn WA

Phase |
( Clinical diagnosis of active PsA ]
%
s |2 N2
e : i i - Predominant ski
Polyarthritis (>4 swollen joints) [ Mono/oligoarthritis ] [ Enthesms']
with or without dactylitis

 poor prognostic factors present
N

—

[ NSAIDs # local glucocorticoid injections? ]( ----------

Consulta
dermatologist

l

Achieve
target® within
4 weeks

Yes —,

Continue and adapt

No

Phase Il l

——>| Start methotrexate'4
or another csDMARD

Improved®
at 3 months
and target® achieved
at 6 months

Yes 1

Phase lll

l

Start bDMARD:
TNFi or IL-17i or IL-12/23i or IL-23p19i
considering relevant
non-musculoskeletal manifestations®

Consider use of a JAK-inhibitor only after
risk assessment’ Improved®

| at 3 months

and target® achieved

at 6 months

Ann Rheum Dis. 2024 May 15;83(6):706-719



Phase Il J

ifactive axSpA confirmed [ Re-evaluation of the diagnosis,
{ l presence of comorbidities

Switch to another bDMARD . AASDAS211 Yes
(TNFi or IL-17i") or JAK? 2 after at least 12
) weeks?
P
) Sustained remission:
No Continue 2| consider bDMARD

tapering

Ann Rheum Dis 2023;82:19-34
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De Winter et al. Arthritis Rheumatol. 2018;70:1042-8



Evaluation of the agreement between the ACR 1990
fibromyalgia tender points and an enthesitis score in
patients with axial spondyloarthritis

Faten Hamitouche', Clementina Lopez-Medina ® %3, Laure Gossec*>, Serge Perrot®,
Maxime Dougados’?, Anna Molté ® '%*
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Epidemiology

ORIGINAL RESEARCH

RMD
Open

Effect of depressive symptoms on
treatment response in patients with
axSpA: data from the RABBIT-SpA
register

Rheumatic &
Musculoskeletal
Diseases

Andreas Reich @ " Anja WeiB @ ' Lisa Lindner," Silke Zinke,? Carsten Stille,®
Jacqueline Detert,* Denis Poddubnyy @ ° Anja Strangfeld @ "¢
Xenofon Baraliakos,” Anne Constanze Regierer © '

* Longitudinal observational
RABBIT-SpA

* Register

e Depressive symptoms assessed by
WHO-5 Well-Being Index (scores <
29 indicating moderate-to- severe
symptoms

* N=1755

Reich A, et al. RMD Open 2025;11:e005422

A

ASDAS-CRP

33

28 23 23

0 3 6
Months
CRP, mgl/l
11.8

Months

Baseline depressive symptoms

Patient global

7.1
2 47 47
5
0 3 6
Months

Periph. pain/swelling

5
3.4 3.6 3.9
26
0 3 6

Months

7.2

51

Back pain

51
3.8

3
Months

3.7

F Duration morning stiffness

10

8

6

45

w

Months

None/mild = Moderate/severe



Phase Il J

if active axSpA confirmed [ Re-evaluation of the diagnosis,
[ l presence of comorbidities

AASDAS211
after at least 12
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Ann Rheum Dis 2023;82:19-34



Difficult-to-treat AxSpA

AxSpA diagnosed by a rheumatologist

— e/
I Failure of 22 b-/tsDMARDSs or intolerability or contraindications I

Active disease
(MM, EMM,
CRP+, MRI+)

axSpA symptoms reducing
QoL despite otherwise
well-controlled disease

Radiographic

ASDAS 22.1 :
progression

Signs/symptoms perceived as problematic I
Difficult-to-Manage axSpA*

Failure of 22 b-/tsDMARDs |

| AsDAS >2.1 plus CRP+ or MRI+ |
" Other causes of signs and
symptoms excluded )

" Treatment-
refractory
axSpA**

Ann Rheum Dis. 2025,;84:538-546



Difficult-to-treat AxSpA

Rheumatology, 2025, 64, 3816-3825
https://doi.org/10.1093/rheumatology/keaf120

Advance access publication 28 February 2025 .k. British Society for RHEUMATOLOGY
°

Original Article Rheumatology OXFORD

D2M 9,7%, TR 1,7%

Clinical science

Exploring difficult-to-manage axial spondyloarthritis:
results from a Dutch clinical practice registry
Marius L. Smits (®"**, Casper Webers ("2, Harald E. Vonkeman ®3#4, Astrid van Tubergen (®'-2

Rheumatology, 2026, 65(1), keaf641
https://doi.org/10.1093/rheumatology/keaf641

Advance access publication 3 December 2025 .k. British Society for RHEUMATOLOGY
°

Original Article Rheumatology OXFORD

Clinical science D2M 8,5%, TR 2,5%

Frequency of difficult-to-manage and treatment-refractory
axial SpA: insights from the German RABBIT-SpA register
using recent ASAS definitions

Fabian Proft ®'#, Stephanie Lembke ®2*, Anja WeiR ®2, Herbert Kellner?,
Xenofon Baraliakos ®*%, Denis Poddubnyy ®'¢, Anne C. Regierer ®%*

Rheumatology Intemational (2026) 46:193
https://doi.org/10.1007/500296-026-06123-2 R h e gﬁmﬂto I 0 g y
COHORT STUDIES

1

Disease-related and psychosocial factors associated with difficult-to-
manage and treatment-refractory axial spondyloarthritis: insights
from the Greek AxSpA Registry

N. Kougkas'(® . Konstantinos Tsafis'® - Dimitrios Deligeorgakis'(® . Vassileios Papadopoulos®(® .
Nikolaos Fytanidis*( - Michael Krikelis* et al. [full author details at the end of the article]

D2M 10,1%, TR 5,6%



Total hip arthroplasty should be considered in patients with refractory pain or disability and radiographic
evidence of structural damage, independent of age; spinal corrective osteotomy in specialized centres may be
considered in patients with severe disabling deformity.

ElKOVEC a0 TPOOWITLKO ap)EiO

Ve

Ann Rheum Dis 2023;82:19-34



AnoteAéopata ano tnv eAAnVIKN MoOAUKevVTPLKA Kotaypadn A¢ZnA (N=717)
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If a significant change in the course of the disease occurs, causes other than inflammation, such as a
spinal fracture, should be considered and appropriate evaluation, including imaging, should be
performed

MadoAoyiko katayua (oav
KiuwAia) o€ aovevn ue A2
Kot TAnpn ormovOuALkn
ayKUAwWON UETO KAKWON
xaunAng Biog

Skarentzos K et al. Clin Rheumatol. 2020 Aug;39(8):2469-2470 Ann Rheum Dis 2023;82:19-34



Octeonopwon & Kataypa otnv AEIA

Octeonopwon Katayua

Frevikog nAnOuopoc (EmumoAacpoc): 19.7% (95%Cl,
18.0%—21.4%)

— >50 gtwv: 20.5 % (95%Cl, 18.4%-22.7%)

— Tuvaikeg: 24.8% (95%Cl, 22.5%—-27.3%) e Aykulomoulntikn ortovéuAitida:
—  METEUUNVOTIAUGLAKEG YUVALKEG: 27.4% (95%Cl, 22.9%— — XmovOulwka: OR 13.98 (95% Cl 4.84, 40.40
32.1%) — Mn onovSuAwka: OR 1.49 (95% Cl, 1.21, 1.84)

Aykulomotntiki ortovSuAitida:
— <40 etwv: OR 26.11 (95% Cl1 9.09, 75.01)

—  >40 etdv: OR 1.83 (95% CI (1.68, 2.00)

Osteoporos Int. 2022 Oct;33(10):2137-2153 | Sci Rep. 2022 Sep 23;12(1):15844 |Int J Clin Pract. 2021 Nov;75(11):e14630
Osteoporos Int. 2023 Oct 9. doi: 10.1007/s00198-023-06925-1. Online ahead of print
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OEPATMEVUTIKN OTPATNYLKA 0TNV aiéovikn ortovdulapOpitida

Xpovio pAeypovwdec voonua Le coBapeg eTMTwoelg o€ TToANA eTtimeda TS {wn ¢ Twv

aoBevwv

ATtolTETOL TIPOOEKTLKN EKTLUNON TNG EVEPYOTNTAC TNG PAeYHOVAC, TNG aBpoloBeicacg BAABNC

KOlL TWV OUVVOONPOTATWY, CUMMEPLAABavVOUEVOU TOU PUXOOWHATIKOU OTOLXELOU
Npwtn ypopun: MZAO
Aegvutepn ypapun kot €€nc: TNFi n IL-17i A JAKi xwplc cadeic dStadbopéc petaél Touc we mPog
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emloyn dopuaKou
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