
The local prevalence of axial spondyloarthritis 
depends on the prevalence in the population of 
human leukocyte antigen-B27 (HLA-B27) on the 
surface of white blood cells. ≥80% of people with 
advanced disease are HLA-B27 positive but this 
percentage can be lower in people with early stages  
of the disease. Smoking and male 
sex predispose to more-
severe inflammation and 
structural damage. 
Furthermore, it has 
been suggested 
that infections 
and environmental 
factors influence 
disease development.

Axial spondyloarthritis causes chronic 
inflammation of the sacroiliac joints in 

the pelvis and possibly other joints and body 
sites, such as at the insertions of ligaments 
and tendons. It can lead to the growth of 
new bone and stiffening of the spine, which 
is also known as ankylosing spondylitis. 

Young patients with unexplained, chronic 
back pain should be screened for axial 
spondyloarthritis and referred to a rheumatologist 
if the disease is suspected. Inflammatory back 
pain (stiffness and pain in the morning that 
improves with movement) is a typical sign of the 
disease. Further clinical, imaging and laboratory 

tests can be used 
for screening, 
depending on 
their availability 
in primary care.

In contrast to classic autoimmune 
diseases such as rheumatoid 
arthritis, little evidence suggests 
the production of autoantibodies 
in axial spondyloarthritis. Rather, 
local tissue stress triggers innate 
immunity, the production of 

pro-inflammatory cytokines and 
‘autoinflammation’ — that is, poorly 
controlled inflammation that 
destroys the tissue. Mechanical 
stress, and infectious or resident 
microorganisms can serve as 
triggers. Several mechanisms 

have been suggested for how 
HLA-B27 contributes to this 
process, including presentation of 
‘arthritogenic’ peptides, triggering 
of natural killer cells, activation of 
the unfolded protein response and 
modulation of the microbiome.

The aim of therapy is to completely stop or at least 
to substantially reduce symptoms. In a first step, 
patients are treated with NSAIDs. If substantial 
disease activity remains, patients are treated with 
tumour necrosis factor (TNF) blockers, which are 
either monoclonal antibodies directed against 
the molecule or chimeric proteins containing a 
TNF receptor. So far, it is unclear whether TNF 
blockers can prevent structural changes to the 
bone, as it might take years until such an effect is 
observable. Recent clinical trials have shown that 
drugs blocking interleukin-17 (IL-17) or IL-23 are 
also effective with a similar response rate as TNF 
blockers. However, the role of these drugs for the 
treatment of axial 
spondyloarthritis 
has yet to 
be defined. 

Until the early 2000s, when TNF blockers 
were introduced, treatment options for axial 
spondyloarthritis were limited. Furthermore, 
the disease was often only diagnosed in late 
stages, after several years, when structural 
damage became visible on X-ray scans. Updated 
classification criteria now enable earlier 
diagnosis before bone and joint damage is visible 
radiographically. An early diagnosis combined 
with new treatment options, such as TNF 
blockers and more recently  
IL-17 or IL-23 blockers, 
raise the hope that 
more patients can be 
treated successfully, 
reducing their 
symptoms and 
maybe even slowing 
disease progression.
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Other 
signs such 

as peripheral 
oligoarthritis 

or a good response 
to nonsteroidal 
anti-inflammatory 

drugs (NSAIDs) 
further support 

the diagnosis

In patients 
with chronic 

back pain lasting for 
≥3 months with onset at 
≤45 years of age, axial 

spondyloarthritis 
should be 

considered

The clinical 
success of drugs 

inhibiting TNF, IL-17 
and IL-23 has refocused 

the attention of basic 
research on these 

pathways

Laboratory tests can show 
HLA-B27 positivity and increased 
levels of C-reactive protein

Inflammation of the 
sacroiliac joints can 
be detected by MRI; 
at later stages, when 
structural damage of the 
bone is present, X-ray 
scans can be diagnostic

Axial 
spondyloarthritis 

can be associated with 
other disorders, such as 

psoriasis, uveitis and 
inflammatory bowel 
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