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Indeed, the focus of the present study represented only a minor
component of a larger project designed to determine the effect of
rhIL-6 and other IL-6 family members on the activation of 2 other
STAT proteins, STAT3 and STAT5, as well for assessing the effect of
neutralizing the IL-6 pathway (Figure 1) in immortalized human
chondrocyte lines with tocilizumab on matrix metalloproteinase
(MMP) synthesis [55] and apoptosis [Manuscripts in preparation].
However, only employing the IL-6R neutralizing monoclonal
antibody, tocilizumab, will not likely provide the means for
determining the extent to which rhIL-6 activates STAT proteins via
the IL-6/IL-6R/gp130 complex, mIL-6R or sIL-6R (Figure 1). This is
because previous reports have shown that tocilizumab specifically
neutralized both sIL-6R and mIL-6R in addition to the IL-6R/gp130
complex [56,57].

The finding in the present study that the combination of rhIL-6 and
sIL-6R had a significant effect on p-STAT1B now raises the likelihood
that the IL-6/sIL-6 pathway (Figure 1) is the preferential pathway
resulting in the activation of chondrocyte STAT proteins as well as for
regulating cytokine and MMP gene expression by these cells, as was
previously suggested by Sims and Walsh [58].

Finally, the finding that STAT1A and STAT1B were constitutively
phosphorylated in T/C28a2 chondrocytes is very likely to be another
indicator that the phenotype of this immortalized human chondrocyte
line includes deregulated activation of JAK/STAT signaling and
continuous proliferation. In that regard, we also found that STAT3
and STAT5 were constitutively phosphorylated in T/C28a2
chondrocytes [unpublished data]. Of note, the dichotomy that exists
between the activation of STAT3 as a pro-survival STAT protein and
STAT1 as a pro-apoptosis STAT protein is a well-recognized
component of tumorigenesis [59]. Therefore, in an attempt to address
this issue, we are at present employing another juvenile human
chondrocyte line, C28/I2 [38], to determine whether or not STAT1,
STAT3 and STAT5 proteins are constitutively activated as well.
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