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Biologic DMARD May Be Insufficient to Inhibit CCL20
Pathway in Rheumatoid Arthritis

To the Editor:

Kawashiri, et al recently reported that biologic disease-modifying
antirheumatic drugs (DMARD; i.e., infliximab, etanercept, and tocilizum-
ab) may have therapeutic efficacy by inhibiting CCL20 production in
rheumatoid synovium1. Indeed, serum CCL20 concentration in patients
with rheumatoid arthritis (RA) was clearly decreased by treatment with
biologic DMARD. As well, DMARD also can inhibit the production of
CCL20 from fibroblast-like synovial cells (FLS) in vitro1. However, the
precise molecular mechanism of action remains unclear, and available evi-
dence suggests that biologic DMARD may be of low efficiency for con-
trolling the CCL20 pathway. For example, Kawashiri, et al also reported
that CCL20 production can be significantly stimulated by interleukin 17
(IL-17)1.

Previous studies revealed that serum IL-17 levels in patients with RA
did not show a significant change after infliximab and etanercept treat-
ment2,3. Moreover, current data have identified that gene-risk loci occur in
CCR6 (a surface marker for Th17 cells and also as a receptor for
CCL20)4,5; it is reasonable to speculate that the variant may lead to an
aberrant activation of downstream signal transduction pathway. Indeed, a
triallelic dinucleotide polymorphism of CCR6 (CCR6DNP) showed effects
on gene transcription. The CCR6DNP genotype was correlated with the
expression level of CCR6 and was associated with the presence of IL-17 in
the sera of subjects with RA5. Collectively, the evidence suggests that
decreased CCL20 concentration in patients with RA may be reversed by
aberrant IL-17 production, and the genetic CCR6 defect may contribute to
activation of a downstream pathway. Further studies are required to clarify
the precise mechanism. In spite of this, data strongly indicate that biologic
DMARDmay be insufficient to inhibit the CCL20 pathway in patients with
RA.
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