
Is painful knee an independent predictor
of mortality in middle-aged women?

We read with deep interest the article by Kluzek et al,1 which
examined whether joint pain or radiographic osteoarthritis (ROA)
of the knee and hand is associated with the all-cause and disease-
specific mortality in middle-aged women. The outcome of this
prospective community-based Chingford Cohort Study indicated
a significantly increased risk of all-cause and cardiovascular
disease-specific mortality in women experiencing knee pain with
or without ROA, but not in women with ROA alone. It suggests
that knee pain, rather than structural changes of osteoarthritis
(OA), can be considered as an independent predictor of mortality
in middle-aged women. We sincerely appreciate the work per-
formed and the valuable findings obtained by the authors; never-
theless, some issues are worth of further exploration.

First, knee pain was selected as an important evaluative param-
eter to predict mortality in middle-aged women in this study, but
there were several factors that can cause knee pain. A substantial
part of knee pain might be related to the knee joint itself and
another source of knee pain might result from other musculo-
skeletal diseases. The most common cause of knee pain is an
injury, which can be caused by overuse (bursitis, tendonitis),
poor exercise habits (such as not warming up or cooling down or
inadequate stretching), a strain, sprain, torn ligament or cartilage,
a fracture or a dislocated kneecap. Other problems that can affect
the knee include OA (degenerative joint disease) and other types
of arthritis; infection or a problem elsewhere in the body (like a
pinched nerve), which can cause pain that is felt in the knee.
However, the authors had not screened for these conditions. In
our opinion, painful knee may be only a clinical manifestation of
patients’ baseline diseases that can increase mortality drastically.
Therefore, it is unclear whether the association between painful
knee and increased mortality is attributed to the adverse effects
of painful knee or the result of baseline diseases in patients with
painful knee. Obviously, further studies addressing these issues
are still needed. Furthermore, the cause of painful knee or
patients’ baseline diseases should also be carefully evaluated. For
some, knee pain can be so severe that it limits daily activities. For
others, mild knee pain may be a chronic hindrance to the active
lifestyle they desire. In either case, chances are that we are
dealing with a knee problem that should not be ignored.

Second, this study showed that patients with symptomatic OA
were typically of a mature age, and thus more likely to undergo
emergency surgery and subject to a greater functional depend-
ency, which implied a higher probability of death. In addition,
this study included 821 women for knee analyses with data on
both pain and radiographic knee osteoarthritis (KOA). However,
according to the sample size calculation, only 64 subjects
belonged to the ROA group and 57 patients belonged to the
symptomatic OA group. Furthermore, if the women undergoing
knee replacement during follow-up (n=29) were excluded, the
sample size might become even smaller. The authors explained
that “No substantial differences in the results were observed
when women who died during the first 12 months of follow-up
(n=2), or when women who underwent knee replacement (for
knee analysis) during the follow-up (n=29) were excluded”.
This is understandable. Nevertheless, since the sample size is
not big enough, we are not sure whether it is appropriate to
draw conclusions with respect to the effect of painful knee.

Third, previous studies have shown that the mortality of
middle-aged women were subject to multiple risk factors, includ-
ing ageing, high frequency of falls,2 incident vertebral fractures,3

low health-related quality of life,4 low socioeconomic status,5

employment situation6 and high levels of inflammation markers,
such as serum C-reactive protein (CRP) levels.7 This article did
not provide any information on health status, fall history, surgery
history except for knee replacement and comorbidities during the
follow-up period, which were the most important determinants
for mortality. In addition, did the authors have any information
on the treatment of pain or KOA during the follow-up period?
These data might affect the results, especially with regard to pain-
killers or other potentially harmful drugs.

Fourth, since all the women were extracted from the same
register centre, the four subgroups from hand may be another
potential confounding factor for the subgroups from knee,
because some women with symptomatic KOA may suffer hand
pain or symptomatic hand OA. In addition, as mentioned by the
authors, their analysis was likely to underestimate the absolute
risk of exposure groups due to the fact that subjects from each
group remained in the original group even if they developed
pain and/or ROA over time.

Fifth, we respect the results that included and were adjusted
for most of the known risk factors affecting mortality. However,
we wonder why the authors did not take some other important
potential covariates into account, such as other chronic diseases
(stroke, chronic obstructive pulmonary disease), educational
level (no formal education, primary, secondary, university educa-
tion), marital status (married, single/separated/widowed) and
alcohol consumption (never-drinker, ex-drinker, moderate
drinker and excessive drinker), to make the conclusions (inde-
pendent predictor) more reliable.

Lastly, it should be noted that the median duration of
follow-up was 21.7 years (range: 21.2–22.3), but the headline
of the paper showed over 23 years of follow-up.

Above all, we respect the great contributions of the authors
and we would also be very interested in the authors’ response to
these issues.
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