
cannot be causally explained by the fac-
tors contained in its current diagnostic
criteria. The latter serves to identify the
presence of higher risk condition but does
not necessarily represent the sole targets
of therapy for the condition.
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The Metabolic
Syndrome (Emperor)
Wears No Clothes

Response to Kahn

K ahn (1) pointed out that metabolic
syndrome is associated with many
uncertainties and inconsistencies,

which could easily misdirect care, mis-
lead patients, and lead to unnecessary
health care costs. The risk of cardiovascu-
lar disease (CVD) associated with the syn-
drome is no greater than that explained by
the presence of its components, and it is
possible to create an almost infinite num-
ber of scenarios in which individuals who
do not meet the diagnostic criteria for
metabolic syndrome would be at greater
risk of CVD than would those who do, as
noted by Reaven (2).

What if, among the diagnostic com-
ponents of metabolic syndrome, waist
circumference, which is one of the an-
thropometric markers of obesity, was
substituted by high-sensitivity C-reactive
protein (CRP)? CRP is a sensitive marker
of subclinical systemic inflammation and
positively relates to leptin (3) and insulin
resistance (4) and negatively relates to
adiponectin (5), even in people with nor-

mal BMI (excluding those with diabetes).
Reaven (2) pointed out that only about
one-third of the most insulin-resistant in-
dividuals were actually obese, and the de-
gree of correlation between insulin-
mediated glucose uptake and BMI, waist
circumference, and visceral obesity were
almost equal. Neither abdominal obesity
nor metabolic syndrome, as defined by
the National Cholesterol Education Pro-
gram Adult Treatment Panel III criteria,
were a significant independent risk factor
for CVD in multiple regression analyses
(6,7), while very low levels of CRP were
useful for risk prediction among women
with calculated 10-year Framingham
risks �10% (8). Previously, we propose a
CRP value of 0.65 mg/l as the cut point for
metabolic syndrome (9) instead of ethnic-
specific controversial cut points of waist
circumference. Whether the new clothes
fit the emperor should be revealed by re-
analyses of existing epidemiological stud-
ies including CRP data.
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The Metabolic
Syndrome (Emperor)
Wears No Clothes

Response to Oda

The possible inclusion of C-reactive
protein (CRP) in the metabolic syn-
drome algorithm highlights the

problems of the construct itself. If the syn-
drome is supposed to be a predictive tool
for future cardiovascular events, then we
should indeed test the benefit of adding
CRP, along with age, sex, race, adiponec-
tin, homocysteine, etc. If the utility of the
syndrome is to call attention to obesity,
then there is no need for expensive lab-
oratory tests. If the virtue is to predict
diabetes, then a measure of glucose intol-
erance alone is better. If the syndrome is
supposed to identify those with insulin
resistance, then there are simpler ways to
do so; however, measuring CRP might be
helpful.

Dr. Oda (1) seems to have one pur-
pose for the construct; others have differ-
ent perspectives. The problem is that no
one, not even the proponents themselves
(2–4), have conveyed the exact utility of
the syndrome and shown that it is better
than or even equal to other approaches,
and the critical issue, therefore, is why
clinicians should even bother diagnosing
metabolic syndrome in the first place.
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