
In their letter to the editor, the authors highlighted several points to 
clarify. We would like to reply to all issues raised in their letter.
1. We have indicated all current and possible limitations of our study 

with clear and definite expressions in our manuscript as;
 “Although a lack of invasive measurements was the major limita-

tion of our study, we did not consider invasive assessment, since it 
might cause ethical problems if performed in cases of mild-to-
moderate MS. Central venous pressure and inferior vena cava 
diameters, which remain other important study limitations, were 
also not recorded in our study. Because right ventricular systolic 
function was preserved, this issue was overlooked. Male gender 
was also found to be a predictor of WRF (worsening renal function); 
however, it is better not to generalize about this, since there were 
relatively few male patients in the cohort, which is another limita-
tion of this study. The number of patients enrolled in this study was 
another limitation; therefore, our findings should not be generalized. 
These findings should be supported by further studies conducted 
with a sufficient number of patients”.

2. We were in hope that, our published data would support future 
research aimed at elucidating the pathophysiology leading to wors-
ening renal function in mitral stenosis, therefore a better under-
standing of the mechanisms of the cardiorenal interaction.

3. On the contrary of the authors’ expression, there was no any 
attempt to consolidate our results in related manuscript. The rea-
son for citing an experimental study was the lack of any clinical 
study on this topic. As our study results represent very first findings 
in this subject, the mentioned citation was aimed to explain the 
problem and targeted to point possible underlying mechanism.

4. As we did not evaluate “venous congestion” in our study, we kindly sug-
gest reading related references in our manuscript to get more in detail.

5. We have published to share a small group of patients’ results. Therefore, 
a statement as “a selection bias” is unmeritorious. Using such expres-
sion requires a previous experience or performing a larger study.
In conclusion; the manuscript itself may give all related answers of 

possible questions. Mankind always sets itself only such tasks as it can 
solve; since, looking at the matter more closely.
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Aggregation of lipoprotein(a) to apoli-
poprotein A-I and coronary artery 
problem

To the Editor,

Sir, the recent report on aggregation of lipoprotein(a) to apolipoprotein 
A-I and coronary risk factor is very interesting published in September 
issue of The Anatolian Journal of Cardiology 2013; 13: 543-51 (1). Onat et al. 
(1) concluded that “Lp (a) may aggregate in a pro-inflammatory milieu to 
apoA-I, rendering apoA-I atherogenic.” The mechanism underlying the 
atherogenic is an issue for discussion. Aggregation might lead to a bigger 
complex molecule but this cannot be sufficient for explanation for trigger-
ing the atherogenic. There should be some vascular insult that will be the 
starting point of atherogenic. A possible mechanism to be mentioned is the 
energy fluctuation during formation of intravascular lipoprotein complex. 
In fact, many previous reports confirming the formation of complex can 
result in energy insult to the vessel and lead to vascular disorder [the good 
example is the formation of hemoglobin A1C (2)].
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Author`s Reply

To the Editor,

We appreciated to learn the comment by Wiwanitkit to our prospec-
tive population-based study published in September issue of The 
Anatolian Journal of Cardiology 2013; 13: 543-51 (1) indicating that aggrega-
tion of lipoprotein (Lp) (a) in a proinflammatory setting to apolipoprotein (apo) 
A-I, the major protein constituent of HDL particles, may lead to impairment of 
the antioxidant and atheroprotective functions of apoA-I, which may ulti-
mately become diabetogenic or atherogenic, a process representing HDL 
dysfunction and autoimmune activation. The author points out that the 
aggregation process per se may be inadequate to induce atherogenicity 
which may require the mediation of energy fluctuation in the course of intra-

Letters to the EditorAnadolu Kardiyol Derg 2014; 14: 304-11 307

 http://dx.doi.org/10.1016/j.jdiacomp.2005.09.005 


vascular lipoprotein complex formation resulting in endothelial dysfunction, 
as best observed in the instance of the formation of hemoglobin A1c.

Such mediation may well be so, though we have no own investiga-
tions in this regard. Nonetheless, it is recognized that impaired function 
of HDL particles may promote the development of adverse outcomes 
(2). Moreover, elevated plasma levels of macrophage migration inhibi-
tory factor (MIF), an immunoregulatory cytokine, are closely linked to 
oxidative stress and endothelial activation in patients with chronic 
kidney disease (3) to levels of which also a potential role has been 
ascribed in the development of insulin resistance in humans (4). We 
have, further, as yet unpublished prospective evidence that hemoglobin 
A1c may be involved in prediabetic individuals in similar autoimmune 
complex, resulting in increased all-cause mortality.
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The relationship between mean plate-
let volume and high on-treatment 
platelet reactivity

To the Editor,

We read the article by Jakl et al. (1) published in February issue of 
The Anatolian Journal of Cardiology 2014; 14: 85 with great interest. 
They assessed the relationship between mean platelet volume (MPV), 
platelet count, platelet hematocrit and high on-treatment platelet reac-
tivity (HTPR) in patients with acute coronary syndrome treated by per-
cutaneous coronary intervention. Study patients were divided into 
groups according to their response to antiplatelet treatment: normal 
response to antiplatelet treatment, poor responsiveness to aspirin 
(PRA), poor responsiveness to clopidogrel (PRC), and dual (both aspirin 
and clopidogrel) poor responsiveness (DPR). MPV and platelet hemato-
crit were increased in patients with DPR, PRA and PRC. Platelet count 
was increased only in patients with PRC. Moreover, they found that 
MPV and platelet count was predictors of HTPR.

This is an interesting study. However, we want to make minor criti-
cism about this study from methodological aspect.

Firstly, the method used for MPV assessment is not clear. They didn’t 
mention about the tube (EDTA or citrate) that blood sample collected. It is 
clear that MPV increases over time in EDTA-anticoagulated samples and 
this increase was shown to be proportional with the delay in time 
between sample collection and laboratory analysis (2). With impedance 
counting, the MPV increases over time as platelets swell in EDTA, with 
increases of 7.9% within 30 min and an overall increase of 13.4% over 24 
h, although the majority of this increase occurs within the first 6 h (3). The 
recommended optimal measuring time of MPV is 2 h minutes after veni-
puncture (3). It would be better if they clarified this situation in the paper.

Secondly, it has to be kept in mind that there are significant associa-
tions of MPV with some cardiovascular conditions like smoking, obesity, 
hyperlipidemia, hypertension, coronary artery disease, metabolic syn-
drome, statin use and atrial fibrillation (4-6). They only compared the 
groups (DPR or not, PRA or not and PRC or not). We can suspect higher 
incidence of associated cardiovascular risk factors in patients with 
acute coronary syndrome treated by percutaneous coronary interven-
tion. It has been shown that obesity, hypertension, hyperlipidemia, smok-
ing, metabolic syndrome and atrial fibrillation increase MPV values (4-6). 
It has also been shown that statin use can affect MPV values (7). 
Absolutely, these factors should have be considered in assessment. The 
difference of MPV between groups might be due to these associated 
factors in patients with acute coronary syndrome treated by percutane-
ous coronary intervention. Otherwise regression analysis must have been 
done to eliminate effect of these factors on MPV.

MPV is universally available with routine blood counts by automated 
hemograms and a simple and easy method of assessing platelet function. 
In comparison to smaller ones, larger platelets have more granules, aggre-
gate more rapidly with collagen, have higher thromboxane A2 level and 
express more glycoprotein Ib and IIb/IIIa receptors (4, 8). We believe that 
MPV can be affected by many inflammatory and cardiovascular risk fac-
tors. Because of that all confounding factors must be to taken into account. 
Also standardized methods should be used for assessment of MPV.

Ercan Varol, Mehmet Özaydın
Department of Cardiology, Faculty of Medicine, Süleyman Demirel 
University; Isparta-Turkey

References

1. Jakl M, Sevcik R, Ceral J, Fatorova I, Horacek JM, Vojacek J. Mean platelet 
volume and platelet count: overlooked markers of high on-treatment plate-
let reactivity and worse outcome in patients with acute coronary syn-
drome. Anadolu Kardiyol Derg 2014; 14: 85-6.

2. Bath PM, Butterworth RJ. Platelet size: measurement, physiology and 
vascular disease. Blood Coagul Fibrinolysis 1996; 7: 157-61. [CrossRef]

3. Lancé MD, van Oerle R, Henskens YM, Marcus MA. Do we need time adjusted 
mean platelet volume measurements? Lab Hematol 2010; 16: 28-31. [CrossRef]

4. Vizioli L, Muscari S, Muscari A. The relationship of mean platelet volume with the 
risk and prognosis of cardiovascular diseases. Int J Clin Pract 2009; 63: 1509-15. 
[CrossRef]

5. Varol E, İçli A, Koçyiğit S, Erdoğan D, Özaydın M, Doğan A. Effect of smoking cessa-
tion on mean platelet volume. Clin Appl Thromb Hemost 2013; 19: 315-9. [CrossRef]

6. Varol E, Akçay S, İçli A, Yücel H, Özkan E, Erdoğan D, et al. Mean platelet 
volume in patients with prehypertension and hypertension. Clin Hemorheol 
Microcirc 2010; 45: 67-72.

7. Çoban E, Afacan B. The effect of rosuvastatin treatment on the mean plate-
let volume in patients with uncontrolled primary dyslipidemia with hypolip-
idemic diet treatment. Platelets 2008; 19: 111-4. [CrossRef]

8. Park Y, Schoene N, Harris W. Mean platelet volume as an indicator of plate-
let activation: methodological issues. Platelets 2002; 13: 301-6. [CrossRef]

Letters to the Editor Anadolu Kardiyol Derg 2014; 14: 304-11308

http://dx.doi.org/10.1016/j.jacc.2012.08.999
http://dx.doi.org/10.2119/molmed.2008.00109
http://dx.doi.org/10.1358/dnp.2010.23.4.1453629
http://dx.doi.org/10.1097/00001721-199603000-00011
http://dx.doi.org/10.1532/LH96.10011
http://dx.doi.org/10.1111/j.1742-1241.2009.02070.x
http://dx.doi.org/10.1177/1076029612436675
http://dx.doi.org/10.1080/09537100701230444
http://dx.doi.org/10.1080/095371002220148332

