
14-3-3η in “Seronegative” Rheumatoid Arthritis
To the Editor:
Serum 14-3-3η is a novel joint-derived proinflammatory mediator impli-
cated in the pathogenesis of rheumatoid arthritis (RA)1. Unlike rheumatoid
factor (RF) or anticitrullinated protein antibody (ACPA), which can arise as
a consequence of disease in sites distinct from inflamed joints, 14-3-3η
hyperexpression in RA is restricted to synovial joints with a significantly
higher expression in synovial fluid than matched serum2. In our recent report
by Maksymowych, et al in The Journal of Rheumatology3, we demonstrated
increased sensitivity of detection in subjects with early RA (< 6 months of
disease) by the addition of serum 14-3-3η to the traditional serological
markers, RF and ACPA. However, we did not explicitly identify the subset
of patients who were “seronegative” by traditional markers. Of the 99
subjects with early RA, 71 patients were positive for RF or ACPA. Of these,
57 (80%) were also 14-3-3η–positive. Six (21%) of the 28 patients who
were seronegative for RF and ACPA were 14-3-3η–positive. The mean
serum 14-3-3η level in these 6 patients was 3.98 ng/ml with a range of
0.35–12.65 ng/ml (normal < 0.20 ng/ml). Receiver-operation characteristic
curve analysis comparing early RA with all controls indicates that with
increasing 14-3-3η levels, the likelihood of identifying patients with RA
increases significantly. Consequently, 14-3-3η together with RF and ACPA
can aid in the early detection of RA. 

Because RF and ACPA are used in the 2010 American College of
Rheumatology/European League Against Rheumatism RA classification
criteria, we anticipate that future studies will reveal that the complementarity
of 14-3-3η is underestimated in this study3 because of the reliance on RF
and ACPA in the criteria. Because immediate early referral to a rheumatol-
ogist is a central tenet in mitigating the debilitative aspects of this disease,
the testing of 14-3-3η together with RF and ACPA may assist in identifying
those patients who require an immediate early referral to a rheumatologist.
Further, of the 124 subjects with established RA, 10 (67%) of 15 seroneg-

ative for RF and ACPA were 14-3-3η–positive. Therefore, 14-3-3η has
clinical use beyond RF and ACPA in patients with RA because 14-3-3η
confirms joint-specific inflammation in the absence of traditional serological
markers.
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