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Objective

In this post-hoc analysis of the RAPID-axSpA study,! we evaluated
the relationship between objective measures of inflammation,

as measured by MRI/CRP, and clinical outcomes following 12
weeks of certolizumab pegol treatment in patients with active
axial spondyloarthritis.

Background

Axial sponyloarthritis (axSpA) clinical trials use validated composite outcome
measures, such as Ankylosing Spondylitis Disease Activity Score (ASDAS),
Bath Ankylosing Spondylitis Disease Activity Index (BASDAI) and Assessment
of SpondyloArthritis international Society (ASAS) response criteria.

In clinical practice, ASDAS-based responses are also used to determine
response to biologic treatment.?

However, these measures are largely based on patient-reported
symptoms, which are likely to be confounded by other factors.

We hypothesise that patient reported symptoms, as measured by ASAS
response criteria, BASDAI and ASDAS may not reflect the degree of
reduction of inflammation following treatment with certolizumab pegol
(CZP), as evaluated by MRI of the sacroiliac joint (SIJ) and spine, and
c-reactive protein (CRP) levels.

Methods

Qutcomes are reported prior to CZP treatment (pre-CZP treatment)
and following 12 weeks of treatment (post-CZP treatment) for patients
in the MRI set of the RAPID-axSpA study (NCT01087762)! initially
randomised to either CZP, or to placebo before switching to CZP.

We report post-CZP clinical measures of disease activity (ASDAS,
BASDAI) and objective measures of inflammation (CRP, ASspiMRI-a
Berlin Score, SPARCC MRI SIJ score); to improve precision of
patient-level estimates, data from two independent readers were pooled
in a Mixed Model for Repeated Measures for each response variable.

In patients with pre-CZP inflammation — defined as either elevated MRI
(ASspiMRI-a BERLIN score >2 or MRI SPARCC SlIJ score >2) or elevated
CRP (>15 mg/L) — post-CZP outcomes stratified by ASAS40 response
are also reported.

Results

Patients

136 patients (radiographic axial spondyloarthritis [r-axSpAl: 76;
non-radiographic axial spondyloarthritis [nr-axSpAl: 60) had a pre-CZP
and >1 post-CZP MRI.

Baseline demographics for the MRI set are presented in Table 1.

Clinical Outcomes

Following CZP treatment, CRP, ASspiMRI Berlin score and MRl SPARCC
SIJ score were reduced by >50% in the majority of patients

(CRP: 136/136 [100.0%]; Berlin: 73/136 [53.7%]; SPARCC: 71/136
[52.2%]), and often by >75% (CRP: 18/136 [13.2%]; Berlin: 53/136 [39.0%];
SPARCC: 50/136 [36.8%]), irrespective of pre-CZP value.

However, only a minority of both r-axSpA (Figure 1A) and nr-axSpA
patients (Figure 1B), showed a >50% reduction in clinical responses
(ASDAS: 66/136 [48.5%]; BASDAI: 64/136 [47.1%]).

These results were also observed at the individual patient level: >50%
improvements in MRI/CRP inflammatory measures did not translate
into similar improvements in clinical responses for most patients.

Similar proportions of patients showed post-CZP improvements in
objective measures of inflammation, irrespective of ASAS40 response
(Figure 2).
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ASDAS: Ankylosing Spondylitis Disease Activity Score; ASspiMRI: Ankylosing Spondylitis spine MRI score; BASDAI: Bath Ankylosing Spondylitis Disease Activity Index; BMI: body mass index; CRP: C-reactive protein; CZP: certolizumab pegol; EBLUP: empirical best linear unbiased predictor; HLA-B27: human leukocyte antigen B27; MRI: magnetic resonance imaging; nr-axSpA: non-radiographic axial spondyloarthritis; r-axSpA: radiographic axial spondyloarthritis; SD: standard deviation; SIJ: sacroiliac joints;
SPARCC: Spondyloarthritis Research Consortium of Canada.
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