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    Abstract



Background The identification of biomarkers of clinical outcome to guide therapeutic decisions in rheumatoid arthritis (RA) would bring major benefits to patients and considerable health-economic value. There is data suggesting that response to TNF alpha inhibitors (TNFi) in RA may partly be explained by modulation of synovial ectopic lymphocytic aggregates (ELN) within the synovial tissue, although this is still controversial. Certolizumab pegol is a pegylated fully humanized TNFi. Whether specific synovial pathotypes predict response to the drug is unknown.





Objectives The aim of this study was to investigate whether the presence of synovial ELN at baseline predicts clinical response to treatment with certolizumab pegol in RA patients.





Methods 25 biologic-naïve RA patients who qualified for TNFi therapy according to NICE guidance (National Institute for Health and Clinical Excellence, http://guidance.nice.org.uk/TA186) was recruited at Barts and the London Hospital. Patients underwent ultrasound guided synovial biopsy of an active joint prior to commencing therapy with certolizumab pegol. Following 3 months of therapy, response to treatment was assessed according to EULAR response criteria. Paraffin embedding sequentially cut sections of synovial tissue underwent H&E staining and immunohistochemical staining for CD20 to detect B cells. Sections were graded as either diffuse or aggregate infiltrate as previously described [Manzo, Eur J Immunol 2005]. The study received local ethics approval.





Results Characteristics of patients at baseline and clinical outcome after 3 months of therapy with comparison between ELN- and ELN+ are shown in Table 1 (Chi square or Mann Whitney test, as appropriate)

View this table:	View inline
	View popup



Table 1 



Presence of ELN+ is strongly associated with a significant post- treatment lower DAS28 (0.01) and conversely significant higher Delta DAS28 (0.003) as well as good/moderate EULAR response. A stepwise logistic regression analysis was performed by entering several baseline variables: gender, age, disease duration, presence of erosions, RF and CCP status, use of steroids, DAS28, HAQ, presence of ELN. Only presence of ELN was identified as a potential predictor of EULAR response (Fisher exact test p<0.001; Logistic Regression OR=11.0, 95% CI=1.10-109.67, p=0.041).





Conclusions Our findings strenghts the relevance of synovial pathotype in relationship with clinical outcome. In particular, the presence of ELN may be a potential predictor of primary clinical response to certolizumab pegol treatment, in line with previous data observed for other TNFi.
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