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Response to "TNF/TNFR signal transduction pathway-
mediated anti-apoptosis and anti-inflammatory
effects of sodium ferulate on IL-1B-induced rat
osteoarthritis chondrocytes in vitro’

Jing Ma', Ang L', Shu Zhu?, Xiao-Rui Cao? and Guo-Xian Pei*?

See related research by Qin et al,, http://arthritis-research.com/content/14/6/R242, and related letter by Qin et al,
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We read with great interest the research article by Qin
and colleagues, in which they addressed, on the basis of
their previous work, the underlying mechanisms for the
protective effect of a small component of traditional
Chinese herbs, sodium ferulate (SF), on osteoarthritis
(OA) [1]. Utilizing the classical in vitro OA chondrocyte
model induced by IL-1p, they provided lines of evidence
that SF does make a big difference to the OA model in a
dose-dependent manner. Furthermore, the underlying
mechanisms of the effects were owing to the regulative
role of SF on the apoptotic machinery. However, we
would like to supplement as well as applaud the authors’
findings with particular reference to the apoptotic
machinery regulation.

First, the caspase cascade signaling pathway only
represents the extrinsic pathways of apoptotic signaling
[2]. In fact, it is well established that there are mainly two
types of apoptotic signaling pathways: the aforemen-
tioned extrinsic pathway, and the intrinsic pathway
originating from the mitochondria and involving activa-
tion of the Bcl-2 family [3]. Both the extrinsic and
intrinsic pathways play important roles in the apoptosis
of human OA as well as the chondrocyte-like cells,
nucleus pulposus cells [4]. Despite the authors addressing
the caspase-8 and caspase-3 pathway, they might have
neglected the intrinsic apoptotic pathway characterized
by the Bcl-2 family. The integration of the entire apop-
totic pathways might strengthen the basis of the conclu-
sion they drew.
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Second, the authors might have omitted one important
regulatory molecular family; that is, miRNAs. Indeed,
there is accumulating evidence demonstrating that
miRNAs play critical regulatory roles in a variety of
physiological and pathological processes, including cell
growth, migration and apoptosis [5,6]. Specifically, the
apoptotic machinery and inflammation process are
regulated by miRNAs. Wang and colleagues noted that
miR-155 targets FADD and CASP3 as the underlying
mechanisms for the increase of apoptosis in human disc
degeneration [7]. Given that nucleus pulposus cells are
similar to chondrocytes in histology and cell markers, we
might reasonably deduce that miRNAs could play roles in
apoptosis in OA. At this point, SF might exert its
influence by altering the expression of miRNAs. Such a
beneficial investigation is promising with the hope of
providing novel insights into the molecular mechanisms
for the effects of SF on OA.

Third, the authors claimed that different concentrations
of SF have no effect on normal chondrocyte viability in
the first section of Results. However, SF concentrations of
500 and 1,000 umol/l significantly increase chondrocyte
viability compared with the control group, which was
shown as Figure 1 in their article.

Taken together, the role of the intrinsic apoptotic
signaling pathway and miRNAs in the impact of SF might
enhance the persuasive capability of the article and
further expand our understanding of OA.
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