Response to: ‘Does the prevalence of
radiographic hand osteoarthritis in patients
with HIV-1 infection increase or not?’ by
Luo et al

We thank Luo et al' for their interest in our work demonstrat-
ing for the first time that patients with HIV-1 infection display
radiographic hand osteoarthritis (HOA) more frequently than
the general population and that metabolic syndrome (MetS) is
an independent factor associated with HOA presence and sever-
ity in the setting of HIV-1 infection.” We would like to respond
point-to-point to each comment.

Not all confounding factors, such as genetic factors, have
been taken into account when we compared the prevalence
radiographic HOA between the Framingham and the Metabolic
Syndrome and Fibrosis-Osteoarthritis (METAFIB-OA) cohorts
as well as between patients with HIV-1 infection w/o MetS in
the METAFIB-OA cohort. However, a major purpose of our
study was to compare the prevalence of HOA in patients who
had HIV-1 infection with that from the Framingham cohort.
The Framingham Study has been used as a group representative
of the general population in many previous studies including in
recent lupus studies.” * Moreover, the comparison between the
two groups (w/o MetS) within the METAFIB-OA cohort took
into account the main risk factors of HOA previously identified
such as age, sex and previous joint injury. Since sex and age
have a strong impact on HOA occurrence, we chose to stratify
all the analyses according to these two parameters. The other
factors mentioned by Luo et al, such as atherosclerosis, bone
mineral density, life-style factors, are not considered as strong
risk factors for osteoarthritis (OA) in the hand but only asso-
ciated with HOA in some epidemiological studies.” Thus, we
think that they are not relevant to be used as adjusting factors in
our study which focused on MetS and risk of HOA.

We agree with the authors that the Framingham cohort is
from the USA, which is possibly quite different from the
METAFIB-OA cohort.® However, age and sex being certainly
the two strongest risk factors of HOA, we stratified our crude
comparison according to these factors, although we acknowl-
edge that some other risk factors may have been omitted.

We measured several blood biomarkers in order to explain
the association between MetS and HOA and to determine
whether some HIV characteristics are associated with HOA
(since all patients in METAFIB are HIV-1-infected). These biolo-
gical assessments were not performed to find markers for HOA
diagnosis. Interestingly, plasma sCD14 level, that reflects macro-
phage activation, was associated with HOA but this association
did not persist after adjustment on MetS. This result does not
raise concerns about association between HOA and HIV-1 since
all patients tested were HIV-1-infected but emphasises the role
of macrophage activation, a well-known surrogate marker of
MetS-induced systemic low-grade inflammation, as one of the
possible pathways linking MetS and HOA. We did not consider
HIV-1 infection as a determinant of HOA. But based on such a
cross-sectional study, we suggest that this association was related
to ageing and MetS.

One of the strengths of our study is to demonstrate, in the
special setting of HIV-1 infection, that MetS increases radiographic
HOA prevalence and severity. The two references (ie, 9 and 10)
cited by Luo et al did not report any association between HOA and
MetS. Conversely, Dahaghin et al previously showed that accumu-
lation of overweight, diabetes and hypertension was associated

with an increased risk of HOA,” but without using international
criteria of MetS® and extensive adjustments, as we did.

The METAFIB-OA cohort is mainly composed of men, due
to the sex ratio of HIV-1 infection in developed countries. The
comparison of HOA prevalence between women from
Framingham and METAFIB-OA cohorts and between patients
with HIV-1 infection w/o MetS gave almost similar results as
the analyses performed in men, but did not reach significance
for all analyses, perhaps due to the smaller number of women.
Furthermore, the differences observed in men strengthen our
results since analyses stratified by sex avoided the impact of
gender which is a strong risk factor for HOA.

Luo et al raised concerns about hand radiographic scoring.
However, a kappa coefficient above 0.60 for the
Kellgren-Lawrence scale is considered good, not low and the
other criteria (intraclass correlation coefficient above 0.90) was
excellent. Additionally, one of the readers has previously con-
firmed her reliability with another expert in the reading of hand
radiographs.” Moreover, our definition of radiographic HOA
was more stringent than that used in Framingham® and thus we
may have actually underestimated the difference of prevalence
of HOA between populations.

Therefore, we confirm that the prevalence of HOA in our
cohort of HIV-infected individuals was more frequent than in a
control population and linked to the presence of MetS, which is at
present frequently observed in ageing HIV-infected individuals.'°
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