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Question: What do ‚extraspinal‘ manifestations have to do 
with axial spondyloarthritis?



Concept of Spondyloarthritides









Question: Are extraspinal manifestations frequent
and relevant in the concept of axSpA?
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van Praet E et al, Ann Rheum Dis 2013

Different forms of IBD in different stages of axSpA

Prevalence of IBD: 
46% of patients



Prevalence of extra-articular manifestations 
linked to longer cumulative exposure to inflammation

Varkas G et al, EULAR 2016

Dis. Duration <10 years (n=349) Dis. Duration ≥10 years (n=658) Dis. Duration <10 years (n=150) Dis. Duration ≥10 years (n=76)



EAMs: High likelihood ratio 
for identifying SpA



Question: How frequent is IBD in axSpA 
and how frequent is axSpA in IBD?

Focus on IBD
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7% of AS patients suffer from IBD symptoms...

Stolwijk C et al. Ann Rheum Dis. 2013

n : 44.372 n : 27.626 n : 30.410

Meta-analysis of 156 publications
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... and 27% of IBD patients can be diagnosed with SpA

Stolwijk et al. Can J Gastroenterol 2013



Question: Are there risk factors for thinking about bowel
involvement in patients with axSpA?



Risk factors for bowel involvement in axSpA

van Praet E et al, Ann Rheum Dis 2013



bDMARDs

Zochling J et al, Ann Rheum Dis 2006
Braun J et al, Ann Rheum Dis 2011 & 2016

ASAS/ELAR Recommendations
for the Management of axial Spondyloarthritis



Question: Is this therapeutic algorithm also applicable in 
patients with extra-spinal manifestations?



NSIADs/COX-II inhibitors:
safe in patients with IBD and rheumatic diseases?

• DBPC-study with Etoricoxib 60-120mg/day over 3 months in patients
with IBD and rheumatic manifestations

Miedany et al, Am J Gastroenterol 2006
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• DBPC-study with Celecoxib 200 mg/day over 14 days in patients with UC
• NSAID intake due to joint symptoms, UC not active
• Remission and Flare: first clinical and then confirmed via endoscopy

Sandborn et al, Clin Gastroenterol Hepatol 2006

% pat. with ‚Flare‘

NSIADs/COX-II inhibitors:
safe in patients with IBD and rheumatic diseases?



Fagerli K et al, Rheumatology 2015

Sulfasalazine in axSpA – what is the evidence?

NOR-DMARD registry, 3-month Follow-up



Inflammatory cytokines in chronic inflammatory diseases

*

Schett G. et al. Nature Medicine 2013

Giant cell arteriitis



Indication Infli-
ximab Adalimumab Golimumab Certolizumab Etanercept

CD

UC

axSpA (AS)

PsA

Approved
Not	effective,	no	studies	or	not	(yet)	approved

TNF-Inhibitors in IBD and SpA

CD = Crohn´s disease, UC = ulcerative colitis



Indication Infliximab Adalimumab Golimumab Vedolizumab

CD – severe

CD – Mod +/-
AZA naive

CD, fistulizing

CD Children

UC Adults

UC Children

Effective	and	approved	for	the	indications

Not	effective,	no	studies	or	not	(yet)	approved

Biologics in IBD

CD = Crohn´s disease, UC = ulcerative colitis



Entire treatment period, n (EAIR per 100 pt-years) [95% CI]

Short-term period, n (%)

PsO Studies PsA Studies AS Studies

Any SECa

(n=3430)
ETN

(n=323)
Any SECa

(n=974)
Any SECa

(n=591)

Mean exposure, days 290.1 331.9 542.4 670.0

Crohn‘s disease 3 (0.11)
[0.02-0.32]

0
[0-1.26]

1 (0.07)
[0.00-0.39]

8* (0.77)
[0.33-1.51]

-Exacerbationsb 3 0 0 3

Ulcerative colitis 4 (0.15)
[0.04-0.38]

1 (0.34)
[0.01-1.90]

2 (0.14)
[0.02-0.50]

3 (0.29)
[0.06-0.84]

-Exacerbationsb 2 0 1 1

*Final diagnosis was not confirmed in 2 cases
aIncludes pts switched from placebo (PBO)
bExacerbations count to the overall incidence rate
EAIR = Exposure adjusted treatment rate

Schreiber S et al, EULAR 2016

• 10 Phase 2 and Phase 3 studies in moderate to severe PsO
• 2 Phase 3 studies in active PsA
• 2 Phase 3 studies in active AS

IL-17A inhibition and IBD: still more data needed
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Question: Is there a correlation between IBD and objective
axSpA findings?



Van Praet L et al, Ann Rheum Dis 2013

Bowel inflammation: 
Predictor for inflammatory activity on MRI in axSpA 

MRI Score

P = n.s. P = n.s.

P = 0.045

normal acute chronic

Gut histology



Peluso R et al, J Rheumatol 2012

Bowel inflammation: 
Predictor for erosive changes on MRI in axSpA 



SpA und IBD–
How to approach?



Rudwaleit M et al. Best Pract Res Clin Rheumatol. 2006

Possible approach in patients with axSpA 
and suspicion of IBD

• Treat IBD as appropriate
• Avoid NSAIDs
• Treat with anti-TNF agents

if needed



Increased calprotectin levels are highly
suspective for IBD in patients with axSpA

Cypers H et al, Ann Rheum Dis 2015



Focus on anterior uveitis



DUET-Algorithm: 40% of patients with idiopathic AAU 
received the diagnosis of SpA from a rheumatologist

Haroon N et al, Ann Rheum Dis 2015

Sensitivity: 96%
Specificity: 97%





Incidence of uveitis flares in axSpA patients treated with CZP or PBO to Week 24

CZP PBO 

All Patients 

(n=218)

History of 

Uveitis (n=38)

No History of 

Uveitis (n=180)

All Patients 

(n=107)

History of 

Uveitis (n=31)

No History of 

Uveitis (n=76)

IR per 100 patient-years* 2.0 11.9 0.0 10.6 42.1 0.0

Patients (Exposure, 

patient-years)
2 (97.6) 2 (16.8) 0 (80.7) 4 (37.7) 4 (9.5) 0 (28.2)

Adapted from Rudwaleit M et al. Ann Rheum Dis. 2014;73(Suppl 2):721-722. 
Abstract SAT0355.

*Incidence rates (IR) are reported per 100 patient-years with censoring at the time 
of event; † for Week 48 analyses all patients exposed to CZP were considered; no 

analyses of statistical significance were carried out on these data

Incidence of uveitis flares in axSpA patients treated with CZP to Week 48†

All Patients (n=315) History of Uveitis (n=63) No History of Uveitis (n=252)

IR per 100 patient-years* 3.8 17.8 0.5

Patients (Exposure, 

patient-years)
9 (238.1) 8 (44.9) 1 (193.2)

• The incidence of uveitis flares in CZP-treated patients (IR=3.8/100 patient-years) was comparable 
to rates observed for other anti-TNFs in AS patients including adalimumab (IR=6.9/100 PY) and 
etanercept (IR=6.7/100 PY)



Miserocchi E et al. Ocular Imm & Infl, 2013
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