Letters to the Editor

As correctly noted by Dr. Zekeriya Kaya and colleagues [1], we have
made a typing error in the correlation coefﬁcient in Fig. 1C. R should be
0.68, as correctly shown by the data and correlation line in the graph.
Our ﬁnal results are not inﬂuenced by this typing error.
On behalf of all co-authors,
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[2] Romeih S, Blom NA, der Plas MN Van, et al. Impaired cardiac reserve in asymptomatic
patients with moderate pulmonary restenosis late after relief of severe pulmonary
stenosis: evidence for diastolic dysfunction. Int J Cardiol 2012, http://dx.doi.org/
10.1016/j.ijcard.2012.07.029.
[3] Hameed AB, Goodwin TM, Elkayam U. Effect of pulmonary stenosis on pregnancy
outcomes—a case–control study. Am Heart J 2007;154:852–4.
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Dear Editor,
We are grateful for the careful reading and comments of the authors
of the letter [1] regarding our article, which reveals the association
between metabolic syndrome and abnormal left ventricular diastolic
function [2]. The authors' comments are quite valid and suggest another
link between metabolic syndrome and cardiovascular disease.
It has been well documented that insulin resistance is closely related
to increased sympathetic activity.
In accordance with the results of Erdem et al. [3], in a nested case–
control study from the Whitehall II cohort, cardiac autonomic activity
obtained from heart rate variability was lower and 24-h urinary
normetanephrine output was higher in subjects with metabolic
syndrome compared with the subjects without the syndrome [4].
Another study of 1298 community-dwelling subjects showed that
cardiac autonomic function is already altered in subjects with one or
two metabolic syndrome components, while insulin resistance was
present in subjects with two or more components. Thus, cardiac
autonomic dysfunction may precede the presence of insulin resistance
in the initiation of metabolic syndrome [5]. In addition, norepinephrine
response to the cold pressor test was found to be a positive predictor of
future development of insulin resistance measured by homeostasis
model assessment insulin resistance (HOMA-IR) even after adjustment
for fasting glucose, family history of diabetes, blood pressure-lowering
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medication, body mass index, and level of exercise after an 18-year
follow-up [6].
Also, accumulating evidence suggests that cardiac autonomic
neuropathy is associated with left ventricular diastolic dysfunction in
patients with type 2 diabetes and even in type 1 diabetes. In patients
with type 2 diabetes or impaired glucose tolerance undergoing coronary
angiography, cardiovascular autonomic neuropathy was associated with
a higher prevalence and a more severe form of left ventricular diastolic
dysfunction compared with normal glucose tolerance [7]. However, left
ventricular diastolic dysfunction was also more prevalent in cardiovascular autonomic neuropathy in normoalbuminuric type 1 diabetic
patients [8]. Therefore, insulin resistance or metabolic syndrome may
not be an essential prerequisite for the association between cardiovascular autonomic neuropathy and left ventricular diastolic dysfunction. In
addition, it is still uncertain which is the cause and which the
consequence between left ventricular diastolic dysfunction and
increased sympathetic activation is [9].
There are still many missing associations between metabolic
syndrome and cardiovascular disease. Erdem et al. suggested another
important link of cardiac autonomic dysfunction.
We once again thank you for taking interest in our study and also for
the comments.
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We thank Dr. Li and colleagues for their interest in our
manuscript [1]. Since the landmark studies of Zhao et al. in dogs
and of Staat et al. in humans, postconditioning (PC) for the
treatment of patients affected by ST-elevation acute myocardial
infarction (STEMI) evoked increasing interest in the scientiﬁc
community [2,3].
In the POSTAMI trial (stratiﬁed by STEMI location) we tested the
cardiac effect of PC in STEMI patients undergoing primary percutaneous coronary intervention with abciximab infusion [4]. The study
was single center, controlled, randomized, open label with blinded
evaluation of outcomes. Infarct size, the primary endpoint, was
evaluated by delayed-enhancement cardiac magnetic resonance
(CMR) at 30+/–10 days, an interval time proven to be more reliable
in terms of accuracy on IS than during the acute phase [5]. Recently
Zhou C. et al. published a systematic review of 10 randomized trials on
ischemic PC during PPCI and found that it may confer cardioprotection
in terms of myocardial enzyme levels and LVEF [6]. Moreover, they
found that these effects seem to be more pronounced among young
and male patients, and those treated by PPCI with direct stenting
techniques. However it should be acknowledged that this review
considered only two studies with CMR, a technique considered
superior to cardiac enzyme release with regard to detection and
quantiﬁcation of IS. In our study the majority of patients (84.6% in both
arms) were male and direct stenting was used per protocol in all
patients. Age (PC group 59.6 ± 12.7 vs control group 59.6 ±12.0,
p = 0.992) was not different in the two treatment groups and,
noteworthy, lower than that reported in other positive studies on PC
(i.c. in Lønborg et al.'s trial patient mean age was 61 in PC group and
62 in controls) [7]. It is highly probable that age could be an important
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factor affecting the potential cardioprotective effect of PC as proved by
multiple preclinical and clinical studies and elegantly presented in the
review by Ferdinandy et al. [8]. On the other hand, it is well known
that there are many potential confounding factors, as microvascular
disease, diabetes mellitus, left ventricle hypertrophy, chronic kidney
disease, and dyslipidemia, that could blunt the protective effect of PC
[8]. The extreme complexity of the multiple, multifaceted, physiological and biochemical mechanisms responsible for the beneﬁcial
effects of PC in experimental models may be lost in the clinical
scenario. Moreover, the optimal window for coupling PC with
beneﬁcial responses may be substantially shorter than the mean
duration of ischemia in typical STEMI patients in the real world setting.
Finally, there are some concerns about the integration of PC with other
well-accepted therapeutic tools like thrombectomy. To this regards,
although thrombectomy could be performed prior to PC, the few
minutes required for its performance during early reperfusion might
blunt or eliminate the PC potential cardioprotective effect. Other
strategies like remote PC or pharmacological PC seem to share similar
pathways with ischemic PC and could be not affected by these issues
[9,10]. In conclusion, the conﬂicting results of the previous published
randomized controlled clinical trials require a better understanding of
the mechanisms of PC and of the potential conditions under which it
may beneﬁt STEMI patients, reﬁning indications for this novel strategy,
as well as of the potential adverse effects of this treatment, before
considering it as a new therapeutic tool in the treatment of STEMI
patients.
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