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patient outcomes, particularly in older adult populations (5). What is the clinical meaning of these
studies? Unfortunately, this aspect has not yet been
investigated much; therefore, further studies in this
ﬁeld should be investigated.
Recently, a high-throughput screening assay was
developed to determine adiponectin secretion mod-
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ders. Such tools might be applicable to screening for
other adipokine modulators that could be useful for
the treatment of other conditions.
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Important or Null?
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Mechanick and colleagues (1) described recent information about adipokine effects on the cardiovascular
system. We already discussed that adiponectin plays
an important role in metabolic and cardiovascular
homeostasis, and circulating adiponectin levels might
act as a biologic marker by having insulin-sensitizing,
anti-inﬂammatory, and antioxidant effects (2,3). With
regard to the potential association of adiponectin
with clinical outcomes, longitudinal studies have
indicated that hypoadiponectinemia is an important
risk

factor

for

atherosclerosis,

and

that

hypo-

adiponectinemia is independent of traditional car-
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diovascular risk factors, including hypertension and
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diabetes.

Important or Null?

In contrast, Borges et al. (4) investigated the causal
effect of adiponectin on coronary heart disease (CHD)
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(2,3). In adipose tissue, it acts as an autocrine and/or

Furthermore, several recent papers have suggested
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inﬂammatory posture of adipocytes (3,4). Of course,

issue, which we think helps substantiate the main

adiponectin helps regulate metabolism in the context

thrust of our paper.

of a network of interactions together with many other
hormones,

genetic

effects,

and

environmental

inﬂuences.
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primary motivation for studying adipokines from a
network perspective. Our network analysis can only
capture known connections, and there are obviously
many unknown interactions yet to be discovered.
In addition, any trajectory toward personalized
effects of adiponectin will require computational
analyses. Network analysis can potentially provide
additional insights from genome-wide associated
studies and high-throughput screening. For example,
we can answer questions about strategies to prioritize
novel drug targets to treat coronary artery disease.
This ability to personalize treatment promises to
reduce unfavorable outcomes and increase beneﬁcial
outcomes. We thank the reviewer for raising this
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