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Σπονδυλαρθροπάθειεσ 

• Προςβολι αξονικοφ 
ςκελετοφ-
Οςτεοπαραγωγι 

• Ιςχυρό γενετικό 
υπόβακρο 

• Φλεγμονι ςε ςθμεία που 
δζχονται stress (μθχανικό 
ι μικροβιακό 



The Spectrum of Spondyloarthritides 
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• Spondyloarthritides (SpA) are a 
group of chronic, inflammatory 
diseases of autoimmune nature.1 

• SpA encompasses a range of 
diseases, including those 
affecting:1,2 

• Involvement of the axial skeleton 

• Peripheral joints 

• Extra-articular manifestations 

 

• IBD: Inflammatory Bowel Disease 
• * Juvenile SpA commonly manifests as peripheral arthritis and enthesitis affecting the lower extremities. Spinal or sacroiliac joint 

involvement is infrequent at disease onset, but can develop during the disease course.3 
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Patients with SpA typically present a 
range of symptoms that are either: 

Predominantly Peripheral 

-or- 

Predominantly Axial 

1 Rudwaleit et al. Ann Rheum Dis 2011;70:25–31 
2 Helmick et al. Arthritis Rheum. 2008;58(1):15–25 

3 Tse and Laxar. Nat Rev Rhem. 2012;8(5):269−279 
 

The Spectrum of SpA Diseases1,2 



What is Axial Spondyloarthritis? 
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• Axial SpA (axSpA) is a chronic 
inflammatory disease that 
predominantly affects the sacroiliac 
(SI) joints and spine.1 

• Patients with axSpA have a range of 
disease burden, stemming from pain 
and stiffness of the SI joints and 
spine.1 

• X-ray changes of the spine may or 
may not be present.1 

• Prevalence of axSpA in the US is 
~1%.2 

• Patients with axSpA that have clearly 
defined structural changes of the SI 
joint on X-ray are classified as having 
Ankylosing Spondylitis (AS), as 
defined by the modified New York 
(mNY) criteria.3 

• Prevalence of AS in the US is ~0.5%.4 
 
 

axSpA 

Pain 

Stiffness 

Decreased Spinal 
Mobility 

Decreased 
Function 

Fatigue 

Difficulty 
Working 

Interference 
With Personal 

Life 

Overall Reduced 
Quality of Life 

1 Sieper and van der Heijde. Arthritis Rheum 2013;65:543–551 2 Reveille et al. Arthr Care Res. 2012;64(6):905–910 
3 van der Linden et al.  Arthritis Rheum. 1984;27:361–368 4 Helmick et al. Arthritis Rheum. 2008;58(1):15–25 

 

The Elements of Patient Burden in axSpA1 



What is axSpA Without Radiographic Signs of AS? 
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• Patients with the typical manifestations of axSpA without X-ray evidence of sacroiliitis 
are classified as having non-radiographic axSpA (nr-axSpA).1 

• With the advent of Magnetic Resonance Imaging (MRI), it is now possible to 
visualise acute inflammatory lesions that can be highly suggestive of axSpA.1 

• Inflammation is often seen in  axSpA patients before the formation of structural damage.1,2 

• The major difference between patients with AS and nr-axSpA is the presence, or 
lack of structural damage to the SI joints as evidenced upon X-ray.1,2 

 

1 Sieper and van der Heijde. Arthritis Rheum 2013;65:543–551 
2 Rudwaleit et al. Ann Rheum Dis. 2009;68:777–783 

3 Images adapted from ASAS Educational Slide Kits. 2013. Available online at: http://www.asas-group.org/education.php?id=04. Accessed 8th April 2014 

nr-axSpA3 AS3 

No definite radiographic sacroiliitis (grade 
0 on the right side and grade 1 [possible 
subchondral sclerosis] on the left side). 

Definite radiographic sacroiliitis (grade 2 
bilaterally) fulfilling radiographic criterion 
of mNY. 

SI-Inflammation3 

Subchondral periarticular bone 
marrow oedema. 
Acute sacroiliitis, predominantly on 
the left side. 
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axSpA is a Spectrum that Includes AS and nr-axSpA 

6 

 

• Patients with AS and nr-
axSpA share common 
clinical features:1,2 

• Inflammation 

• Back pain 

• Arthritis 

• Other SpA features 

 

• Patients with AS and nr-
axSpA have comparable 
disease burden:1,2,3 

• Pain 

• Physical functional ability 

• Health-related quality of 
life 

• axSpA encompasses a spectrum of diseases that includes both AS and nr-axSpA.1,2 
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1 Rudwaleit et al. Ann Rheum Dis. 2009;68:777–783 
2 Sieper and van der Heijde. Arthritis Rheum 2013;65:543–551 

3 Kiltz et al. Arthritis Care Res. 2012;64(9):1415–1422  
 

Not all patients develop 
radiographic damage 



The ASAS Classification Criteria 
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*Sacroiliitis on imaging 

• Active (acute) inflammation 
on MRI highly suggestive of 
sacroiliitis associated with 
SpA 

• Definite radiographic 
sacroiliitis according to mNY 
criteria  

 

• The finalized ASAS criteria for axSpA are intended to be applied to patients with 
chronic back pain for ≥3 months with age of onset <45 years. 

 

 

 

 
#SpA features: 

• Inflammatory back pain 

• Arthritis 

• Enthesitis (heel) 

• Uveitis 

• Dactylitis 

• Psoriasis 

• Crohn’s/colitis 

• Good response to NSAIDs 

• Family history for SpA 

• HLA-B27 

• Elevated CRP 

 

n=649 patients with back pain 
Sensitivity: 82.9%, Specificity: 84.4% 

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

Sacroiliitis on imaging* 
plus 

≥1 SpA feature# 

OR 
HLA-B27 

plus 
≥ 2 other SpA features# 

Adapted from Rudwaleit et al. Ann Rheum Dis. 2009;68:777–783 



Progression from nr-axSpA to AS 
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• Several national and international referral 
programs estimate that 25−70% of all 
axSpA patients have nr-axSpA.1,2 

• Rate of progression from nr-axSpA to AS 
(the development of definite radiographic 
sacroiliitis) is up to 60% after 10 years.3,4 

• Given this, it is clear that not all axSpA 
patients will develop definite radiographic 
sacroiliitis. 

 

1 Rudwaleit and Seiper. Nat Rev Rheumatol 2012;8:262–268      2 Poddubnyy et al. Ann Rheum Dis 2012;71:1998–2001 
3 Poddubnyy et al. Ann Rheum Dis 2011;70:1369–1374         4 Mau et al. Clin Rheumatol 1987;6 Suppl 2:60–6 

5 Bennett et al. Arthritis Rheum 2008;58:3413–3418   6 Sampaio-Barros et al. J Rheumatol 2010;37:1195–1199 
. 
 

nr-axSpA 

PREDICTORS 

AS 

There is currently no way to definitely predict whether an individual patient will 
develop radiographic changes. 

Studies examining progression rates to AS in patients with nr-axSpA have identified 
various risk markers for disease progression: 

■ SI Inflammation on MRI: predictor of radiographic damage within 8 years5 

■ Elevated CRP: 25% of those with nr-axSpA develop AS within 4 years3 

■ HLA-B27 positivity: significant predictor for AS within 5 years6 
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Comparison of nr-axSpA and AS 
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• Comparison of Patient Demographics 

• GESPIC (German Spondyloarthropathy Inception Cohort);  
• DESIR (Devenir des Spondyloarthropathies Indifferérenciées Récentes); 
• *In the DESIR study, nr-axSpA group was overall axSpA population and included both nr-axSpA and AS 

1 Sieper and van der Heijde. Arth Rheum. 2013;65(3):543–551   
2 Kiltz et al. Arthritis Care Res. 2012;64(9):1415–1422 

3 van der Heijde et al. Arth Rheum. 2006;54(7):2136–2146 
4 Sieper et al. Ann Rheum Dis. 2013;72:815–822   5 Landewe et al. Ann Rheum Dis. 2014;73(1):39–47 

Registry Data 

GESPIC1 
(Germany) 

Herne Cohort1,2 

(Germany) 
DESIR1  

(France) 

     
All AS <10 

Years) 
AS <5 years nr-axSpA AS nr-axSpA AS nr-axSpA* 

Number of patients 238 119 226 56 44 181 475 

Age, mean years 35.6 36.1 36.1 41.2 39.1 33.3 33 

Symptom duration, mean years 5.2 3.0 2.8 12.8 9.4 1.6 1.6 

% Female 36.0 34.5 57.1 23.2 68.2 41.4 49.7 

Randomised Controlled Trial Data 

ATLAS3 ABILITY-14 RAPIDTM-axSpA5 

     
AS nr-axSpA AS nr-axSpA 

Number of patients 315 185 178 147 

Age, mean years 42.3 38.0 41.5 37.4 

Symptom duration, mean years 10.9 10.1 9.1 5.5 

% Female 25.1 54.6 27.5 51.7 
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• Elevated CRP: 
• A marker of inflammation taken 

from a blood sample. 

• Bath Ankylosing Spondylitis Functional 
Index:2,3 

• A questionnaire used to determine 
a patient’s physical functional 
abilities. 

• Bath Ankylosing Spondylitis Disease 
Activity Index:2 

• A questionnaire used to determine 
disease activity in patients. 

• Global Assessment of Disease Activity:4 
• Self-completed scale (0–10) 

measuring disease activity. 

• Back Pain:2,5 
• Numerical rating scale to 

determine the level of pain 
experienced by the patient. 

• Comparison of Disease Activity 

• High scores indicative of worse disease activity. 
• GADA: Global assessment of disease activity. 
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1 Kiltz et al. Arthritis Care Res. 2012;64(9):1415–1422     2 Sieper et al. Ann Rheum Dis. 2009;68(suppl II):ii1–ii44 
3 Calin et al. J Rheumatol 1994;21(12):2281–2285 

4 UCB. Data on File. (AS001 Wk24 Clinical Study Report p58) 
5 Haibel et al. Arthritis Rheum. 2008;58(7):1981–1991 

 

Registry Data 
Herne Cohort 
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Burden of nr-axSpA and AS 
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• Short-Form 36: 

• The SF-36 is a multi-purpose, 
self-administered survey 
designed to assess health-related 
quality of life.2 

• Both physical (PCS) and mental 
(MCS) component summaries are 
evaluated.2 

 

• Ankylosing Spondylitis Quality of Life: 

• The ASQoL is an instrument, 
originally designed to assess AS-
specific health-related quality of 
life, that has been validated to 
also evaluate axSpA patients.3,4 

 

• Comparison of Health-Related Quality of Life 

• * Low scores indicative of worse health-related quality of life. 
• † High scores indicative of worse health-related quality of life. 

 

1 Kiltz et al. Arthritis Care Res. 2012;64(9):1415–1422 
2 Ware and Gandek. J Clin Epidemiol. 1998;51(11):903–912 

3 Haibel et al. Arthritis Rheum. 2008;58(7):1981–1991 
  4 Barkham et al. Arthritis Rheum. 2009;60(4):946–954 
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Comparison of nr-axSpA and AS 
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• Comparison of SpA Features 

• Kiltz et al. 2012 

• Recruited 100 anti-TNF naïve 
patients with axSpA. 

• Systematically compared AS and nr-
axSpA patients using standardised 
clinical tools. 

• Determined differences and 
similarities in clinical manifestations, 
SpA features, disease activity and 
health-related quality of life 
between these patient 
subpopulations. 

 

 

 

Kiltz et al. Arthritis Care Res. 2012;64(9):1415–1422 
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Ερωτήματα ςχετικά με την nr-AxSpA 

13 

• Είναι απλά πρώιμη ΑΣ?? 

• Και ναι και όχι.  ΢ε κάποιουσ αςκενείσ είναι απλά Α΢ πρώιμθ.  ΢τουσ 
περιςςότερουσ αςκενείσ όμωσ φαινεται να είναι μια ειδικι 
υποκατθγορία με χαμθλότερθ πικανότθτα ακτινολογικισ εξζλιξθσ 

 



The Natural History of Axial Spondyloarthritis 
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Είναι μια καινοφργια νόςοσ? 
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• Οχι 

• Απλά παλαιότερα καλυπτόταν απο τθν ομπρζλα 
«αδιαφοροποίθτθ ΢ΠΑ» 

 



Μήπωσ καταλήγουμε να κάνουμε 
υπερδιάγνωςη? 
Μήπωσ θεραπεφουμε και αςθενείσ με 
ινομυαλγία? 

16 

•Μόνο 2% αςκενών με ινομυαλγία πλθροφν 
κριτιρια AxSpA 

•Σο αντίκετο είναι ςυχνό...  

 



Γιατί δεν υπερζχουν άνδρεσ ςε αυτήν την 
κατηγορία? 

17 

• Άγνωςτο 

• Μθπωσ οι άνδρεσ εξελίςςονται πιο γριγορα ακτινολογικά 
και περνοφν ςυντομότερα ςτθν φάςθ Α΢? 

 



Πωσ γίνεται η ζκτοπη οςτεοποίηςη  
Ο ρόλοσ του μηχανικοφ stress.. 

• ΢ε κανζνα πειραματικό μοντζλο 
ςπονδυλοαρκροπάκειασ δεν 
αγκυλώνεται θ ςπονδυλικι ςτιλθ 

• Γιατί? 



• Σα ποντίκια που δεν δζχονται μθχανικό stress δεν 
αγκυλώνονται (χωρίσ να επθρεάηεται θ φλεγμονι…) 



Summary 

20 

• AxSpA encompasses a disease spectrum, which includes both patients with AS and nr-
axSpA.1 

• Patients can suffer for years without a diagnosis.1 

• The major defining feature between patients with nr-axSpA or AS is radiographic 
evidence of structural damage at the sacroiliac joint or the spine.2 

• ASAS classification criteria represent an evolution in our understanding of the axSpA 
disease spectrum.3 

• Patients with nr-axSpA and AS share similar clinical characteristics and comparable 
disease burden:2,3,4 

• Clinical manifestations 

• Disease burden 

• SpA features 

• Health-related quality of life 
 

1 Rudwaleit et al. Arthritis Rheum 2005;52:1000–1008 2 Sieper and van der Heijde. Arthritis Rheum 2013;65:543–551 
3 Rudwaleit et al. Ann Rheum Dis. 2009;68:777–783                 4 Kiltz et al. Arthritis Care Res. 2012;64(9):1415–1422 
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52-week placebo-
controlled period to 

evaluate natural 
history 

Key Features of the C-axSpAnd Trial 

• *Although changes before Week 12 were discouraged. Background medication included non-steroidal anti-inflammatory drugs (NSAIDs, including COX-2 inhibitors), 
analgesics, slow-acting anti-rheumatic drugs (SAARDs), corticosteroids. CZP: certolizumab pegol  

OBJECTIVE: To investigate the effects of CZP vs ‘standard care’ therapy in 
patients with non-radiographic axSpA  
and objective signs of inflammation 

 
 

Shift to open-label 
treatment 

permitted at any 
point* 

 
 

Changes in 
background 
medication 
permitted  

at any point* 

Deodhar A et al. ACR 2018. Oral Presentation 1868. 



Study Design 

• Patients were permitted to withdraw from the study drug at any timepoint. SFE: safety follow-up extension; CZP: certolizumab pegol; SC: standard care; LD: loading dose; OL: open-
label; Q2W: every 2 weeks; ASDAS-MI: Ankylosing Spondylitis Disease Activity Score – Major Improvement 

Placebo + SC 

Screening Double-Blind Period SFE Period  

CZP: 200 mg 
Q2W 

0 52 

Up to 2 years 

Week: 24 36 12 

LD CZP + SC 

 Key secondary outcomes  Primary outcome (ASDAS-MI) 
 Key secondary outcomes 

ASDAS-MI was defined as ≥2.0 point decrease in ASDAS from baseline or  
achievement of the lowest possible ASDAS score (0.6) at Week 52 

Deodhar A et al. ACR 2018. Oral Presentation 1868. 



C-axSpAnd – Patient Population 

Randomized set (n=317) 
Placebo + SC  

(n=158) 
CZP + SC 
(n=159) 

Baseline Characteristics 

Age, years, mean (SD) 37.4 (10.8) 37.3 (10.5) 

Female, n (%) 82 (51.9) 81 (50.9) 

HLA-B27 positive, n (%) 132 (83.5) 128 (80.5) 

Caucasian, n (%) 148 (93.7) 152 (95.6) 

Disease Characteristics 

Symptom duration, years, mean (SD) 8.0 (7.5) 7.8 (7.7) 

ASDAS, mean (SD) 3.8 (0.9) 3.8 (0.8) 

BASDAI total score, mean (SD), [scale: 0–10] 6.8 (1.3) 6.9 (1.4) 

BASFI, mean (SD), [scale: 0–10] 5.4 (2.2) 5.4 (2.1) 

Elevated CRP at baseline (CRP>10.0 mg/L), n (%) 83 (52.5) 89 (56.0) 

Sacroiliac joint MRI SPARCC score, mean (SD) 8.5 (12.3) 7.8 (10.8) 

Nocturnal spinal pain, mean (SD), [scale: 0–10] 6.6 (2.1) 6.6 (2.3) 

SC: standard care; CRP: C-reactive protein; CZP: certolizumab pegol; ASDAS: Ankylosing Spondylitis Disease 
Activity Score; BASDAI: Bath Ankylosing Spondylitis Disease Activity Index; BASFI: Bath Ankylosing Spondylitis 

Functional Index; SPARCC: Spondyloarthritis Research Consortium of Canada 
Deodhar A et al. ACR 2018. Oral Presentation 1868. 



MRI/CRP Stratification 

CZP: certolizumab pegol; SC: standard care; CRP: C-reactive protein; MRI: magnetic resonance imaging 

Placebo + SC (n=158)  CZP + SC (n=159) 

24.7% 26.6% 

48.1% 
MRI-/CRP+ 

MRI+/CRP+ 

MRI+/CRP- 

23.9% 

46.5% 

28.3% 

Deodhar A et al. ACR 2018. Oral Presentation 1868. 



Patient Disposition at Week 52  

• AE: adverse event; CZP+SC: certolizumab pegol + standard care; PBO+SC: placebo + standard care; OL: open-label 

Screened (n=941) 

Completed 
double-blind  

(n=54) 
34%  

Randomized (n=317) 

Completed 
double-blind  

(n=125) 
79%  

PBO+SC 
(n=158) 

CZP+SC 
(n=159) 

OL – other 
(n=0) 

n=8 

 Screen failure (n=624) 
AE (n=3) 

Ineligible (n=566) 
Lost to follow-up (n=6) 

Consent withdrawn (n=37) 
Other (n=12) 

Shift to OL (n=20) 
13% 

Discontinuation 

n=6 

Shift to OL (n=96) 
61% 

n=1 
OL – other 

(n=1) 

n=2 

n=14 

Deodhar A et al. ACR 2018. Oral Presentation 1868. 



Patient Disposition at Week 52  

• AE: adverse event; CZP+SC: certolizumab pegol + standard care; PBO+SC: placebo + standard care; OL: open-label 

Screened (n=941) 

Completed 
double-blind  

(n=54) 
34%  

Randomized (n=317) 

Completed 
double-blind  

(n=125) 
79%  

PBO+SC 
(n=158) 

CZP+SC 
(n=159) 

OL – other 
(n=0) 

n=8 

 Screen failure (n=624) 
AE (n=3) 

Ineligible (n=566) 
Lost to follow-up (n=6) 

Consent withdrawn (n=37) 
Other (n=12) 

Shift to OL (n=20) 
13% 

Discontinuation 

n=6 

Shift to OL (n=96) 
61% 

n=1 
OL – other 

(n=1) 

n=2 

n=14 

Higher rates of shifting to 
open-label from PBO + 
standard care indicate 
limited effectiveness of 

standard care 

Shift to OL (n=96) 
61% 

Shift to OL (n=20) 
13% 

Deodhar A et al. ACR 2018. Oral Presentation 1868. 



• *p<0.001 CZP vs PBO. Full Analysis Set. ASDAS-MI: Ankylosing Spondylitis Disease Activity Score – Major Improvement; FAS: full analysis set; NRI: 
non-responder imputation; PBO: placebo; CZP: certolizumab pegol; SC: standard care 

Primary Outcome: ASDAS-MI at Week 52 
• Achievement of ASDAS-MI up to Week 52 (FAS, NRI) 

• Significant improvements for CZP+SC (vs PBO+SC) at Weeks 12 & 52 (p<0.001) 

* 
* 
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• Deodhar A et al. ACR 2018. Oral Presentation 1868. 

ASAS40 to Week 52 

• Achievement of ASAS40 up to Week 52 (FAS, NRI) 

• Significant improvements for CZP+SC (vs PBO+SC) at Weeks 12 & 52 (p<0.001) 

* 
* 

*p<0.001 CZP vs PBO. Full Analysis Set. ASAS40: Assessment in SpondyloArthritis 

international Society change from baseline of ≥40%; NRI: non-responder imputation; 

PBO: placebo; CZP: certolizumab pegol; Q2W: every two weeks; SC: standard care 



• *p<0.001 CZP vs PBO. Full Analysis Set. BASDAI: Bath Ankylosing Spondylitis Disease Activity Index; CfB: change from baseline; DB LOCF: double-blind last observation carried 
forward; BL: baseline; PBO: placebo; CZP: certolizumab pegol; Q2W: every two weeks; SC: standard care 

BASDAI Change from Baseline at Weeks 12 and 52 
• DB LOCF 

• Significant improvements for CZP+SC (vs PBO+SC) at Weeks 12 & 52 (p<0.001) 
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BL mean 
PBO+SC: 6.79 
CZP+SC: 6.88 
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• *p<0.001 CZP vs PBO. Full analysis set. CfB: change from baseline; DB LOCF: double-blind last observation carried forward; BL: baseline; 
PBO: placebo; CZP: certolizumab pegol; Q2W: every two weeks; SC: standard care 

BASFI Change from Baseline at Weeks 12 and 52 

• DB LOCF 

• Significant improvements for CZP+SC (vs PBO+SC) at Weeks 12 & 52 (p<0.001) 

BL mean 
PBO+SC: 5.44 
CZP+SC: 5.41 
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• *p<0.001 CZP vs PBO. Full analysis set. SIJ-SPARCC: sacroiliac joint Spondyloarthritis Research Consortium of Canada; CfB: change from baseline; R-B MI: reference-based multiple 
imputation; BL: baseline; PBO: placebo; CZP: certolizumab pegol; Q2W: every two weeks; SC: standard care 

Sacroiliac Joint MRI SPARCC Score CfB at Week 12 
• R-B MI 

• Significant improvements for CZP+SC (vs PBO+SC) at Week 12 (p<0.001) 
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BL mean 
PBO+SC: 8.46 
CZP+SC: 7.79 
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Safety Outcomes 

• *Defined according to Standardized Medical Dictionary for Regulatory Activities Query. CZP: certolizumab pegol; SC: standard care; TEAE: treatment-emergent adverse event; TB: 
tuberculosis 

Full analysis set (n=317), n (%) Placebo + SC  
(n=158) 

CZP + SC  

(n=159) 

Patient exposure (patient years) 94.01 145.12 

Any TEAE 101 (63.9) 120 (75.5) 

Serious TEAEs 3 (1.9) 8 (5.0) 

Drug-related TEAEs 23 (14.6) 48 (30.2) 

Deaths 0 0 

TEAEs of interest 

Opportunistic infections (including TB) 0 0 

Serious infections 0 1 (0.6) 

Malignant or unspecified tumors* 1 (0.6) 2 (1.3) 

Serious cardiovascular events 0 0 

Hematopoietic cytopenia 0 0 

Serious bleeding events 0 0 

Hepatic events 4 (2.5) 9 (5.7) 

Hypersensitivity/anaphylactic reactions 0 0 

Demyelinating disorders 0 0 
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Primary Outcome: 
ASDAS-MI 

 

Conclusions 

• ASDAS-MI: Ankylosing Spondylitis Disease Activity Score – Major Improvement; nr-axSpA: non-radiographic axial spondyloarthritis; PBO: placebo; CZP: certolizumab pegol; SC: 
standard care 

Treatment Switches 

• CZP + standard care was superior to placebo + standard care for treatment of nr-axSpA 

• The 52-week placebo-controlled period suggests that active nr-axSpA is not self-limiting 

• C-axSpAnd highlights limitations of current standard care therapy for this condition 

Secondary Outcomes 
 
 
 
 
 
 

Improvements in clinical 
efficacy and objective signs of 

inflammation to Week 52 

7% 47% 

CZP + SC  vs  PBO + SC 

61% 13% 

CZP + SC  vs  PBO + SC 
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