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For the management of rheumatoid arthritis (RA) the agreed target is remission. But there
are various definitions of remission with most experts considering disease activity score
(DAS28) based remission too lax, for example allowing swollen joints and the subjective
patient global assessment (PGA) score in the definition (1). Indeed, it is clear that a proportion
of patients fulfilling DAS remission criteria deteriorate clinically and can progress
radiographically (2) .

Attempts to improve this include using more stringent definitions (e.g. ACR Boolean
Remission Criteria, Simple Disease Activity Index (SDAI), Clinical Disease Activity Index (CDAI))
and also increasing objectivity by using highly-sensitive imaging such as ultrasound (US), since
a major reason for radiographic progression is likely to be subclinical synovitis(2). Baseline US
assessment in patients in remission has been shown to predict flare in patients both on stable
therapy and those tapering treatment, thus the use of targeted ultrasound approaches have
been proposed (3-5).

Attempts to prove the success of this approach have produced variable results but many
suffered with methodological issues (6). In the current issue Moller-Bisgaard et al describe
use of MRI inflammation (osteitis) as an additional aid to clinical features for escalation of
therapy in a blinded randomised-controlled trial (RCT).

The authors showed in the multivariate analyses of the RCT, allocation to the MRI treat-to-
target group independently predicted achievement of stringent remission targets, including
CDAI remission (OR 2.94 (1.25-7.52)), SDAI remission (OR 2.50 (1.01-6.66)), and ACR/EULAR
Boolean remission (OR 5.47 (2.33-14.13)). Low tender joint count, low patient VAS pain and
VAS global at baseline also independently predicted more stringent remission. Furthermore,
when baseline data from all patients was combined, the significance of MRI-detected
inflammation on outcomes was further highlighted. MRI osteitis predicted progression of
erosions and joint space narrowing whilst MRI tenosynovitis also independently predicted
erosion progression.

As stringent remission is probably the optimal goal of treatment, this carefully preformed
study appears to have produced a clear-cut answer. So, it would be a surprise to most readers
to find that that the same authors with the same data set could conclude in an earlier
publication in JAMA “These findings do not support the use of an MRI-guided strategy for
treating patients with RA”(7). How this unusual situation has arisen bears some analysis and
raises some important issues for publication.

This conclusion was reached on the basis of failure to achieve their pre-defined primary end-
points, which were DAS28 CRP remission and halting radiographic erosive progression. There
are well recognised problems with use of DAS28 and radiographic erosions as primary end-
points with issues with the former mentioned above, and the latter insensitive to change over
a limited period of long standing disease in clinical remission (8).

Although it is technically correct to say this RCT failed to meet the primary end-points, it is
incorrect to dismiss the intervention, which successfully reached several very desirable and
perhaps more clinically relevant outcomes. The fact that the two papers, based on the same
RCT dataset, present different narratives, highlights the duty of authors to keep clinical
implications at the forefront of their considerations.. This is particularly pertinent in the



current situation, when differing pre-defined primary outcomes in the two papers have led
to different results, which may directly impact clinical decision making.

We are pleased the authors have had the opportunity in this Rheumatology article to present
a more balanced review of the data than would be derived from a quick review of the JAMA
paper. There are occasions when strict adherence to methodological principles are not
optimal. It is the duty of clinicians to remind others of the primary objective of clinical
research.
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