Chemerin and Cardiovascular Risk in Rheumatoid Arthritis
after Interleukin 6 Receptor Blockade

To the Editor:

We read with great interest the recently published manuscript by Dessein,
et al' regarding chemerin concentrations and cardiovascular disease
(CVD) risk in patients with rheumatoid arthritis (RA). The authors state in
their discussion that “chemerin may contribute to the link between inflam-
mation and increased risk of coronary artery disease among nonobese
patients with RA. Indeed, systemic inflammation was strongly associated
with chemerin concentrations in our analysis, and suppression of inflam-
mation with adalimumab is linked to reduced chemerin concentrations in
RA™2.

We would like to add to this statement the findings of our recently
published study of anti-interleukin 6 receptor blockade with tocilizumab
(TCZ) on chemerin serum levels, as well as its interrelated plasminogen
activator inhibitor 1 (PAI-1) reductions, in 19 patients with RA3. We found
that TCZ treatment for 6 months resulted in significant reductions in
chemerin and PAI-1 levels in an interrelated manner, despite increasing
adiposity. Specifically, chemerin and PAI-1 levels decreased significantly
from baseline through 3 to 6 months (from 256 + 79 to 174 + 12 and 210
+ 85 ng/ml, p = 0.003; from 73 + 27 to 56 + 22 and 51 + 28 pg/ml, p =
0.029, respectively), while the body mass index and waist circumference
increased. In a multivariate model, chemerin decrease was significantly
and independently associated with PAI-1 decrease at 6 months
(standardized B 0.430, p = 0.024). Interestingly, insulin resistance and
sensitivity indices (HOMA-IR and Quicki Index) did not change in our
study?.

Parallel to that, in an unpublished work, we also measured
carotid-femoral pulse wave velocity (PWV) at baseline and at the
completion of the 6-month TCZ treatment. Carotid-femoral PWV is
considered the simplest, least invasive, strongest, and most reproducible
method to determine arterial stiffness?, an indicator of arterial athero-
sclerosis. In a small sample of 10 patients, we found that carotid-femoral
PWYV decreased significantly (from 8.25 + 1.38 to 6.96 + 0.97 m/s, p =
0.001) and that chemerin decrease was significantly correlated to
carotid-femoral PWV decrease (r = 0.837, p = 0.003), further suggesting
that chemerin-mediated interactions are involved in the atherosclerotic
process in these patients.

We concur with Dessein, et al that, although very indicative, it cannot
yet be proven from the data available in the literature that chemerin is an
unequivocal cardiovascular risk factor in patients with RAS, and that

prospective studies are needed to fully determine the role of chemerin
concentrations on cardiovascular risk stratification in RA. More impor-
tantly, from the clinical standpoint, the role of the various modalities of RA
treatment on CVD risk, although promising, needs further investigation.
The works by Dessein, et al and ourselves contribute to the current
knowledge.
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