Xavier Romand 
email: xromand@chu-grenoble.fr
  
Marie-Hélène Paclet 
  
Anaïs Courtier d Minh Vu 
  
Chuong Nguyen 
  
Daniel Wendling 
  
Francis Berenbaum 
  
Philippe Gaudin 
  
Athan Baillet 
  
  
  
Serum calprotectin is increased in early axial spondyloarthritis with sacroiliitis and objective signs of inflammation: results from the DESIR cohort
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Axial Spondyloarthritis (axSpA) is a chronic inflammatory disease that affects spine and sacroiliac joint (SIJ) leading to highly variable spinal radiographic damages in the individual patient [START_REF] Ramiro | Evolution of radiographic damage in ankylosing spondylitis: a 12 year prospective follow-up of the OASIS study[END_REF]. Inflammation appears to be a determining factor of developing future structural damage [START_REF] Machado | MRI vertebral corner inflammation followed by fat deposition is the strongest contributor to the development of new bone at the same vertebral corner: a multilevel longitudinal analysis in patients with ankylosing spondylitis[END_REF][START_REF] Poddubnyy | Baseline radiographic damage, elevated acutephase reactant levels, and cigarette smoking status predict spinal radiographic progression in early axial spondylarthritis[END_REF]. The quantification of inflammation in axSpA remains a challenge [START_REF] Benhamou | Clinical relevance of C-reactive protein in ankylosing spondylitis and evaluation of the NSAIDs/coxibs' treatment effect on Creactive protein[END_REF]. Calprotectin, an alarmin secreted by activated myeloid cells, has been suggested as a biomarker predicting radiographic spinal progression at 2 years in established ankylosing spondylitis (AS) [START_REF] Turina | Calprotectin serum level is an independent marker for radiographic spinal progression in axial spondyloarthritis[END_REF][START_REF] Romand | Systemic calprotectin and chronic inflammatory rheumatic diseases[END_REF][START_REF] Edgeworth | Identification of p8,14 as a highly abundant heterodimeric calcium binding protein complex of myeloid cells[END_REF]. The aim was to assess whether serum calprotectin was associated with inflammation and spinal radiographic progression within 2 years in early axSpA.

Patients

with recent-onset inflammatory back pain, suggestive of axSpA from the DESIR cohort (NCT01648907) were included [START_REF] Dougados | The DESIR cohort: a 10-year followup of early inflammatory back pain in France: study design and baseline characteristics of the 708 recruited patients[END_REF]. 1 C-F).

Calprotectin correlated with inflammatory parameters as CRP (rs = 0.32, p<0.01), ESR (rs = 0.23, p<0.0001), IL-6 (rs = 0.24, p<0.0001), IL-31 (rs = 0.17, p<0.001), sCD40L (rs = 0.13, p<0.05) but not with TNF.

The present study shows that calprotectin is associated with inflammatory parameters, MRI inflammation rather than structural lesions in early axSpA. These results are in line with previous study [START_REF] Huang | Discriminating Value of Calprotectin in Disease Activity and Progression of Nonradiographic Axial Spondyloarthritis and Ankylosing Spondylitis[END_REF]. We do not confirm, as observed in establish AS patient [START_REF] Turina | Calprotectin serum level is an independent marker for radiographic spinal progression in axial spondyloarthritis[END_REF],

that calprotectin level is a factor associated with spinal radiographic progression in early axSpA and AS. Nevertheless, this analysis is limited by a lack of statistical power to detect small effect size. Structural damage in axSpA is definitely a complex phenomenon hardly captured by a single biomarker assay compared to a biomarker combination strategy [START_REF] Rademacher | Added value of biomarkers compared with clinical parameters for the prediction of radiographic spinal progression in axial spondyloarthritis[END_REF].

In conclusion, calprotectin in early axSpA seems to reflect the local inflammatory process involving myeloid cells in SIJ and spine.
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Figure 1 .

 1 Figure 1. Serum calprotectin level is increased in early axial spondyloarthritis with sacroiliitis and objective signs of inflammation

Table 1 . Baseline characteristics of axial spondyloarthritis patients included from the DESIR cohort.
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	axSpA ASAS+: axial Spondyloarthritis fulfilling axial Assessment of Spondyloarthritis international
	Society criteria, AS mNY+: Ankylosing Spondylitis fulfilling modified New York criteria, HLA B27:
	Human Leukocyte Antigen B27, CRP: C-reactive protein, elevated CRP: CRP above 5mg/L, BASDAI:
	Bath Ankylosing Spondylitis Disease Activity Index, ASDAS: Ankylosing Spondylitis Disease Activity
	Score, BASFI: Bath Ankylosing Spondylitis Spine Score, mSASSS: modified Stoke Ankylosing
	Spondylitis Spine Score, SIJ: sacro-iliac joint, SPARCC: Spondyloarthritis Research Consortium of
	Canada. P-values refer to Mann-Whitney U test result and Fisher's exact test. NS: non-significant
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