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oo Spondyloarthritis

- Axial spondyloarthritis (axSpA) is a common chronic rheumatoid systemic disease characterized
by the predominant involvement of the spine and/or sacroiliac joints. It appears in 5% of the
patients with chronic back pain and has a prevalence of 0.45-1.8%'. Within axSpA, two groups

can be differentiated: Ankylosing Spondylitis (AS) and non-radiographic axial Spondyloarthritis
(nr-axSpA) without definite sacroiliitis on X-ray. axSpA may lead to new bone formation, ankylosis,
and thus irreversible structural damage and functional impairment.

Diagnosis of Spondyloarthritis

Diagnosis of SpA is difficult, particularly in the early phase, since abnormalities in conven-
tional X-ray develop with a latency of several years. Currently, the diagnosis of axSpA
requires the identification of either HLA-B27 or sacroiliitis by imaging processes. Both
are incorporated into the "Assessment of Spondyloarthritis International Society”
(ASAS) criteria®.

HLA-B27 is a quite sensitive (approximately 80%) but an unspecific marker, since
5-10% of the Caucasian population carries the HLA-B27 antigen®.

Conventional x-rays may reveal ankylosis of the sacroiliac joints. Magnetic resonance
imaging of the sacroiliac joints, on the other hand, allows early detection and, with a
sensitivity of 80% and 90% specificity for sacroiliitis, was long regarded as the gold
standard in the diagnosis of SpA. Recent studies show, however, that "pathological”
findings of the sacroiliac joints could also be found in 17% of the healthy population.

There is a considerable delay of 7-10 years between the onset of inflammatory back
pain (IBP) and the diagnosis of axSpA&. Therefore, efficient therapies with non-steroidal
anti-inflammatory drugs (NSAIDs) or with TNF inhibitors are initiated too late. Hence, to
prevent destructive effects of the disease, early diagnosis, and intervention in patients
with SpA is indispensable.
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ASAS classification criteria for axial spondyloarthritis
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CD74 antibodies as a new biomarker for axSpA

The AESKULISA® SpA Detect is coated with CD74, also known as the invariant chain regulating the trafficking
of major histocompatibility complex (MHC) class Il proteins in antigen-presenting cells. It is a non-polymorphic
glycoprotein playing many important roles in the immune system.
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Prevalence of antibodies against CD74 in sera of SpA
patients with established disease

In total, 318 samples were tested with the AESKULISA® SpA Detect. 118 patients with definite axSpA and with
disease duration of at least 10 years were included. Moreover, sera of 120 blood donors, as well as sera of 80
other autoimmune diseases, served as controls. CD74 antibodies were detected in 91 % of SpA but in only 4%
and 8% of non-SpA patients and other autoimmune disease patients, respectively (p<0.0001).

SPECIES Positive samples No. of AESKULISA®

Other autoimmune diseases 6 (7.5%)
Sensitivity 91.2%

Healthy controls 5(4.2%)

Spondyloarthritis 107 (90.7 %) Specificity 94.2%

IgA titer > 50 U/ml  IgA titer < 50 U/ml Total

Sacroiliitis grade 1, 2

Sacroiliitis grade 3, 4
Total

Based on the Fisher's exact test, the two-tailed P value equals 0.01. The result is significant at p < 0.05.

Conclusion

Due to their high sensitivity and specificity, IgA antibodies against CD74 can be used as a new marker for
the identification of inflammatory back pain and SpA patients, respectively. Moreover, they were found to
be strongly associated with the grade of sacraoiliitis.



Assay features Description

Sample volume 10 pl

Performance All incubation steps can be performed at room temperature
Incubation steps 90 min (30'/30'/30")

AESKULISA® common reagents Sample buffer, wash buffer, substrate and stop solution

Calibration range 0-300 U/ml

Interpretation Choice of qualitative or quantitative

Ordering reference

Product
Name
AESKULISA®
SpA Detect

Coated Calibration/ Description

Antigen Standard Range W Solid-phase enzyme-linked immuno-

Recombinant quantitative assay with recombinant human CD74

human CD74 (0-100 ng/ml) for the quantitative and qualitative
determination of IgA autoantibodies
to a CD74 in human serum.

The test is used for diagnosing

spondyloarthritis  (SpA) and for
clarifying the origin of inflammatory
or chronic back pain. It is not a
screening assay and is not used for
the differential diagnosis of rheuma-
toid arthritis and systemic lupus
erythematosus (SLE).
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