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On 9-10 June 2005, the European Society of Cardiology
invited experts from academia, industry, and regulatory
agencies to discuss the development of drugs in metabolic
syndrome and the use of surrogate endpoints in clinical car-
diovascular research. The metabolic syndrome is a relatively
new clinical entity, resulting from the clustering of a number
of processes, such as hypertension, glucose intolerance, and
dyslipidaemia, linked to abdominal obesity, i.e. visceral fat
excess. However, its definition remains debated. The IDF has
issued a new definition, which requires the presence of
abdominal obesity; at the same time, the threshold used
for defining abdominal obesity has been considerably
lowered, which results in a large proportion of the popu-
lation classified as having the metabolic syndrome. Although
the concept of metabolic syndrome is attractive for practis-
ing physicians to easily recognize high-risk patients, there is
currently limited evidence that its predictive value for CV
events adds much to that of its individual components or
of established scores of CV risk. Metabolic syndrome has
therefore not yet been considered a well-established end-
point by itself in clinical research, at least for regulatory
purposes. In future clinical trials, evolution of the metabolic
syndrome will need to be studied in conjunction with the
occurrence of morbidity (new onset of diabetes and CV
events) and mortality. Selecting patients with metabolic
syndrome as a target population also seems appropriate,
but the issue of background therapy will then be particularly
important. It is proposed that pharmaceutical companies
and academia collaborate in a global effort to validate the
IDF definition by harmonizing relevant aspects of clinical
trial protocols and by sharing clinical trials data and
expertise.

The use of surrogate endpoints and biomarkers in clinical
research is promising as it provides a science-driven
approach and it may considerably simplify drug develop-
ment. Markers need to be sensitive and specific, and
assessment techniques must be readily available to treating
physicians. Biomarkers assessing target-organ damage such
as IMT/IVUS are particularly attractive. As new requirements
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to clinical research are regularly added, there is indeed a
concern that in a few years, clinical research will become
unaffordable. Ways of making clinical trials simpler and
less costly need to be urgently investigated. Identification
of high-risk patient (groups) through biomarkers could
reduce the number of patients needed to demonstrate effi-
cacy in outcomes trials. From a regulatory perspective, this
is attractive because it can identify the patients most likely
to benefit, although this will obviously limit the indication
given. Many questions remain, however, notably about the
validation and (quantifiable) relation of surrogates with
clinical efficacy and safety endpoints. Changes in target-
organ damage are difficult to relate to improvements in
clinical outcomes, and outcome studies gathering more
data are needed to validate these associations. As a next
step, a consensus/discussion meeting should be organized
by the ESC between cardiology experts, EMEA, FDA, and
industry on standards for development of biomarkers in
imaging focusing, for instance, on the role of IMT/IVUS in
assessing atherosclerosis development and progression.

The full report of this meeting is available on the ESC
website www.escardio.org.
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