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    Abstract

Background Guidelines for rheumatoid arthritis (RA) recommend adjusting treatment every 3-6 months to the desired state of disease activity. Patients (pts) treated with adalimumab (ADA) plus methotrexate (MTX) may have delayed responses without major radiographic consequences1.




Objectives To determine outcomes after introduction of ADA in pts who did not achieve a stable low disease activity (LDA) target with MTX alone compared with pts continuing ADA+MTX who did not achieve the target.




Methods MTX-naïve pts ≥18 yrs with RA <1 yr, active disease [DAS28(CRP)>3.2, ESR≥28 mm/hr or CRP≥1.5 mg/dL], and >1 erosion, RF+, or anti-CCP+ were randomized to ADA+MTX or placebo (PBO)+MTX for 26 wks. Pts who did not achieve a stable LDA target (DAS28<3.2 at wks 22 & 26) were offered open-label ADA+MTX for 52 wks. Categorical responses were analyzed using non-responder imputation and radiographic outcomes by multiple imputation. Predictors of rapid radiographic progression (RRP, ΔmTSS>1.5 in 26 wks) were assessed.




Results Among pts who completed 26 wks, 76% (348/460) PBO+MTX and 56% (259/466) ADA+MTX did not achieve the stable LDA target (inadequate response [IR]). Introduction of ADA enhanced responses among PBO+MTX[IR] pts. Improvements were also observed among ADA+MTX[IR] pts who continued ADA+MTX despite no adjustment of concomitant medications (Table). Significantly more damage occurred in PBO+MTX[IR] pts: mean ΔmTSS from wk 0-26 was 1.2 compared with 0.3 for ADA+MTX[IR] (P<.001). RRP occurred in 18% PBO+MTX[IR] pts, compared with 5% ADA+MTX[IR] pts. Baseline erosions were a strong predictor of RRP. Addition of ADA halted radiographic progression in PBO+MTX[IR] pts: mean ΔmTSS from wk 0-78 was 1.3; radiographic inhibition was sustained in ADA+MTX[IR] pts: mean ΔmTSS from wk 0-78 was 0.4.

View this table:	View inline
	View popup



Table 1. Outcomes (% pts) after IR to ADA+MTX (N=259) or PBO+MTX (N=348)









Conclusions Introduction of ADA to pts who failed to achieve a stable LDA target with MTX alone decreased disease activity and halted radiographic progression; however, pts with baseline erosions may be candidates for earlier treatment intensification. Continued ADA+MTX treatment yielded ongoing improvements with little radiographic progression, demonstrating the disconnect between control of disease activity and inhibition of damage with ADA.




	Keystone et al. ACR 2011 P1102
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