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Objectives

• Recognize clinical features of spondyloarthritis incl. axial SpA and PsA

• Discuss current treatment approach for axial SpA and PsA

• Identify reasons for diagnostic delay in axial SpA



Spondyloarthritis (SpA)

• family of inflammatory rheumatic diseases with variable involvement of the 
axial and peripheral skeleton

• spondyloarthritis = spondylitis + arthritis

     spondylos = vertebra (Greek) 
     arthros = joint (Greek)  

spondyloarthritis preferred over spondyloarthropathy

• spondyloarthritis concept has evolved over the last 100 years
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Spondyloarthritis concept 1974 (Moll and Wright)

Moll Medicine 1974;53:343-64

“The Leeds Idea” - seronegative spondarthritides



nonradiographic
axial SpA

PsAAS

reactive
SpA

undifferentiated 
peripheral SpA

Axial SpA Peripheral SpA

IBD-associated
SpA

psoriasis
autoimmune 

uveitis

Crohn disease
ulcerative colitis



Ankylosing spondylitis (AS) = radiographic axial SpA

• young male (M:F = 2-3:1)
> 90% HLA-B27+ in Caucasians

• chronic back pain and stiffness
→ reduced mobility and deformity

• sacroiliitis,  pathological bone 
formation, syndesmophytes
→ spinal ankylosis

• large joint arthritis, enthesitis,
extra-articular disease 
(uveitis, aortic root, lung apex)

Little Am J Med 1976; 60:279-85



Axial spondyloarthritis

time [years]

axial SpA

non-radiographic radiographic (AS)

van der Linden Arthritis Rheum 1984; 27:361-8, Rudwaleit Ann Rheum Dis 2009; 68:777-83

mNY criteria 1984

ASAS axial SpA criteria 2009

inflammatory back pain
reduced spinal mobility

X-ray sacroiliitis           
syndesmophytes

inflammatory back pain
other clinical SpA features

MRI sacroiliitis



Deodhar Ann Rheum Dis 2016;75:791-4, van der Heijde Ann Rheum Dis 2024;834:547-549



Axial SpA

• symptom onset typically in 20s/30s
M:F = 1:1

• nr-axSpA → AS progression
20-40% over 10 years
risk factors: male sex, smoking,
high inflammatory activity, baseline damage

• symptoms similar in nr-axSpA and AS
- inflammatory back pain
- oligoarthritis, enthesitis
- uveitis, psoriasis, IBD
(functional limitations) MRI STIR

SIJ bone marrow edema



Inflammatory Back Pain (IBP)

Inflammatory back pain
Other back pain (mechanical, 

pathological)

• age at onset < 40-45 years
• chronic (duration > 3 months)
• insidious onset
• pain at night, may cause awakening in 

the second half of the night
• morning stiffness > 30 minutes
• improvement with exercise but not 

with rest
• alternating buttock pain 
• good response to NSAIDs

• age at onset > 40-45 years
• acute
• sudden onset
• worse with standing, walking, exercise
• Improvement with rest
• association with fever, night sweats, 

weight loss
• neurological symptoms and signs 
•  
•  



Inflammatory Back Pain (IBP)

Calin Berlin ASAS Experts

• age at onset < 40 years
• insidious onset 
• improvement with exercise
• associated with morning 

stiffness
• duration > 3 months

• morning stiffness > 30 min 
• improvement with exercise 

but not with rest 
• awakening at second half of 

the night because of back pain
• alternating buttock pain

• age at onset < 40 years
• insidious onset
• improvement with exercise
• no improvement with rest
• pain at night (with 

improvement upon getting up)

≥ 4 criteria sensitivity 
89.9% specificity 52.5%

≥ 2 criteria 
sensitivity 70%

specificity 81.4%

≥ 4 criteria 
sensitivity 79.6%
specificity 72.4%

Calin JAMA 1977; 237:2613-4, Rudwaleit Arthritis Rheum 2006; 54:569-7, Sieper Ann Rheum Dis 2009; 68:784-8



Diagnosing axial SpA

van den Berg Ann Rheum Dis 2013; 72:10, 1646-53

• history 

• CRP, HLA-B27

• SI joint imaging
(X-ray → MRI) 

• exam (extraspinal 
manifestations?)



Psoriatic arthritis (PsA)

• 1-3% of caucasian populations have psoriasis
(less frequent in African Americans)

• 10-30% of psoriasis patients develop inflammatory arthropathy, 
peak onset age 35-45, M = F

• skin disease typically precedes skeletal disease or begins at the same time

• several clinical subsets:
symmetric polyarthritis, asymmetric oligoarthritis, DIP arthritis,
arthritis mutilans, axial disease

• enthesitis, dactylitis, uveitis are common



Psoriatic skin 
and nail disease
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PsA joint involvement patterns

axialsymmetric 
polyarthritis

asymmetric 
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DIP arthritis



Axial SpA vs. axial PsA

Poddubnyy Semin Arthritis Rheum 2021; 51:880-7



Reactive arthritis

• “reactive arthritis” term introduced in 1969, preferred term
“Reiter’s syndrome" commonly used in USA until early 2000s 

• SpA within 4 weeks after UTI or infectious diarrheal illness:
chlamydia, salmonella, shigella, yersinia, campylobacter

• preceding infection often not apparent
(urine PCR for chlamydia, serum antibodies for enteric pathogens)

• no culture of microorganisms from synovial fluid

• acute presentation → 50% monophasic, 50% chronic
- asymmetric oligoarthritis
- enthesitis, dactylitis
- sacroiliitis
- keratoderma blennorrhagica, circinate balanitis

Carter Rheum Dis Clin North Am 2006; 20:827-47



Zampeli Arthritis Rheumatol 2018



SpA is the most common extra-intestinal manifestation of IBD

• musculoskeletal (up to 20%)
- peripheral arthritis (5-10% UC, 10-20% CD)
- axial SpA (3-5%)
- radiographic sacroiliitis (up to 25%)

• skin (up to 15%)
- E. nodosum
- pyoderma gangrenosum
- oral lesions

• ocular (2-5%)
- scleritis, episcleritis
- uveitis

• hepatobiliary
- primary biliary cirrhosis (UC)

Vavricka Inflamm Bowel Dis 2015; 21:1982-92
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What is the overlap between the SpA variants?
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What is the overlap between the SpA variants?

• clinical manifestations are 
shared between diseases

• individual patients may have 
more than one disease

• positive family history for one 
variant increases risk for other 
SpA variants

• overlap of genetic risk variants 
and treatment responses



Gracey Curr Opin Rheumatol 2019; 2:62-9



HLA-B27 association with AS and SpA in  populations 
of Northwestern European extraction

• ankylosing spondylitis     ~90%

• reactive arthritis            30-70%

• IBD-associated SpA        30-70%

• psoriatic SpA                 40-50%

• undifferentiated SpA       ~70%

• acute anterior uveitis     ~50%

• general population         ~8%

Khan Curr Rheumatol Rev 2010; 12:337-41



HLA-B27 is strongly associated with Ankylosing spondylitis

”Nowadays the suggestion of 
yet another association between 
a genetic marker and a human 
disease does not generate much 
enthusiasm – in fact, as far as 
the HL-A system is concerned, it 
tends to lead to cerebral switch-
off.”

Editorial Lancet 1973

Schlosstein NEJM 1973; 288:704-6, Brewerton Lancet; 302:904-7

April 5, 1973 April 28, 1973



Hypotheses for HLA-B27 association with SpA

1. arthritogenic peptide hypothesis

2. misfolding hypothesis

3. KIR hypothesis

4. dysbiosis hypothesis

David Semin Immunopathol 2021; 43:235-243



Identification of CD8+ T cells with conserved TCR motif 
in HLA-B27+ AS and AAU - finally an explanation?

Yang Nature 2022; 612:771-777



Which of the following is a feature of inflammatory back pain?

A. morning stiffness lasting less than 30 minutes

B. sudden onset within 1 month after a urinary tract infection

C. no benefit from oral NSAIDs

D. improvement with exercise but not rest
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In a 30 yo male with inflammatory back pain and normal radiograph 
of the SI joints, what is the most appropriate next diagnostic step?

A. HLA-B27, ANA, rheumatoid factor, anti-CCP (Rheum panel)

B. MRI of the SI joints

C. X-ray of cervical, thoracic and lumbar spine

D. PET-CT
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SpA treatment recommendations

axial SpA/AS PsA

ACR/SAA/SPARTAN
Ward Arthritis Rheumatol 2016; 68:282-98

Ward Arthritis Rheumatol 2019; 71:1599-1613

ACR/NPF
 Singh Arthritis Rheumatol 2019; 71:5-32

ASAS/EULAR
van der Heijde Ann Rheum Dis 2017; 76:978-91

Ramiro Ann Rheum Dis 2023; 82:19-34

EULAR
Gossec Ann Rheum Dis 2020; 79:700-12
Gossec Ann Rheum Dis 2024; 83:706-19

PANLAR
Bautista-Molano Nat Rev Rheumatol 2023;19: 724-37

GRAPPA
Coates Nat Rev Rheumatol 2022; 18:465-79



Treatment of SpA

• SpA treatment options differ from RA
- methotrexate - anchor drug in RA, used in PsA, no benefit in axSpA
- major differences in efficacy of biologic DMARDs

Schett NEJM 2021; 385:628-639
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• SpA treatment options differ from RA
- methotrexate - anchor drug in RA, used in PsA, no benefit in axSpA
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• NSAIDs
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• Methotrexate
• TNF inhibitors
• IL-17A inhibitors
• IL-12/23 inhibitors
• JAK inhibitors
• PDE4 inhibitors



Treatment of SpA

• SpA treatment options differ from RA
- methotrexate - anchor drug in RA, used in PsA, no benefit in axSpA
- major differences in efficacy of biologic DMARDs

• important classes of drugs

• treatment decisions can be complex → need to individualize
- peripheral vs. axial disease
- extra-skeletal disease manifestations (psoriasis, IBD, uveitis), co-morbidities

axSpA PsA

• NSAIDs
• TNF inhibitors
• IL-17A inhibitors
• JAK inhibitors

• Methotrexate
• TNF inhibitors
• IL-17A inhibitors
• IL-12/23 inhibitors
• JAK inhibitors
• PDE4 inhibitors



Disease phenotype is critical in managing patients with PsA

Coates Nat Rev Rheumatol 2022; 18:465-479



In PsA, IL-17A inhibitors are superior to TNF inhibitors in treating 
psoriasis, effects on arthritis are similar

Mease Ann Rheum Dis 2020; 79:123-131

psoriasis arthritis

SPIRIT H2H:  RCT in active PsA
IL-17A inhibitor (Ixekizumab) vs.  TNF inhibitor (Adalimumab) 



IL-23 inhibitors are effective in treating peripheral arthritis in PsA 
but not axial inflammation axSpA/AS

McInnes Lancet 2013; 382:780-789, Deodhar Arthritis Rheumatol 2019; 71:258-270

AS (week 24)Psoriatic arthritis (week 12, 24)

RCTs of Ustekinumab (anti-IL-12/23) in active SpA and active AS
same dosing: 45 mg, 90 mg or placebo SC at week 0, 4, 16



Treatment of SpA

• non-pharmacological interventions:
- physical therapy (important role in axial SpA/AS) 
- weight loss (improves treatment responses in PsA)
- smoking cessation (risk factor for radiographic progression in AS)

• management of risk factors for cardiovascular disease

• care for SpA patients on biologics and JAK inhibitors
- vaccinations

      baseline pneumococcal and shingles vaccines, annual flu shot
      no live vaccines

- awareness of specific drug side effect profiles
      TNFi - mycobacterial infections, MS and lupus-like disease
      IL-17Ai - candida infections
      JAKi - shingles



Time from symptom onset to diagnosis of axial SpA/AS: 5-10 years

Feldtkeller Rheumatol Int 2003; 23:61-6



Is the diagnostic delay getting shorter? No.

Sykes Rheumatology (Oxford) 2015; 54:2283-4, Redeker Rheumatology (Oxford) 2019

axSpA diagnostic delay

mean  [years]
median [year

s]

1996 - 2005 6.3 2.6

2006 - 2015 7.4 2.7

Bath/Norwich
UK

PROCLAIR
Patient-Reported Outcomes with CLAIms data 
for health services research in Rheumatology 

Germany 



Magray Mayo Clin Proc 2020; 95: 2499-
2508



Pre-screening increases the likelihood of axial SpA/AS from ~5% to ~35%

Magray Mayo Clin Proc 2020; 95: 2499-
2508



MOC Reflective Statement

• SpA = family of inflammatory rheumatic diseases with overlapping clinical 
features,
AS and psoriatic arthritis are prototypic SpA diseases

• axial SpA:  
- includes AS + non-radiographic axial SpA
- similar symptoms and disease burden
- equally common in men and women
- long diagnostic delay (5-10 years)

• SpA treatment differs from RA, established important therapies:
- NSAIDs
- TNF inhibitors
- IL-23/IL-17A pathway inhibitors
- JAK inhibitors

• in young adults with chronic back pain → consider axial SpA
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