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To the Editor,

I read the article entitled “High levels of HB-EGF and inter-
leukin-18 are associated with a high risk of in-stent restenosis” 
by Jiang et al. (1) with great interest, recently published in Ana-
tolian Journal of Cardiology 2015; 15: 907-12. The investigators 
reported that higher levels of heparin-binding epidermal growth 
factor-like growth factor (HB-EGF) and interleukin-18 (IL-18) are 
associated with a high risk of in-stent restenosis after percuta-
neous coronary intervention. Jiang et al. (1) demonstrated the 
significance of inflammation and higher HB-EGF and IL-8 levels 
for in-stent restenosis. However, because of some confound-
ing factors, I would like to emphasize some important points to 
clarify the findings of this article.

First, lesion-related characteristics, including ACC/AHA clas-
sification, total occlusion, ostial lesion, and severity of calcifica-
tion, have strong relationship with in-stent restenosis (2). In the 
present study of Jiang et al. (1), there are no data about these 
significant predictors of in-stent restenosis for both groups. 
Higher incidence of complex lesions and lesions with high risk 
for in-stent restenosis in higher HB-EGF and IL-8 levels may be 
a reason of higher in-stent restenosis for this group. Hence, the 
investigators should consider these factors to clarify the exact 
significance of HB-EGF and IL-8 levels for in-stent restenosis.

Second, the investigators did not report the treatment with 
some important medications that are known to prevent in-stent re-
stenosis. Statins and renin–angiotensin–aldosterone system block-
ers reduce in-stent restenosis (3,4). Therefore, lower incidence of 
treatment with these drugs may be another reason for higher in-
stent restenosis in patients with higher HB-EGF and IL-8 levels.

Finally, it has been demonstrated that regular exercise train-
ing significantly reduces in-stent restenosis after percutaneous 
coronary intervention in patients with acute myocardial infarc-
tion (5). The investigators should comment on presence or ab-
sence of exercise training for each group.

In conclusion, inflammation plays a significant role in the 
pathogenesis of atherosclerosis. However, to define higher HB-

EGF and IL-8 levels as indicators of in-stent restenosis, lesion-
related characteristics, medications, and regular exercise train-
ing should be taken into consideration. 

Mehmet Eyüboğlu
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Author`s Reply

To the Editor,

Many thanks to the author for their important comments to 
our paper entitled “High levels of HB-EGF and interleukin-18 are 
associated with a high risk of in-stent restenosis” published in 
Anatolian Journal of Cardiology 2015; 15: 907-12 (1). In the study, 
we demonstrated that HB-EGF may be used to evaluate the se-
verities of restenosis and coronary artery lesion and inflamma-
tory responses may involve in the process of restenosis.

First, we collected data including demographic characteris-
tics, medical history, location of the vascular stenosis, severity 
and type of the stenosis, location of the stent implantation, type 
of the stent, type of the balloon, blood flow grade (TIMI), time 
of coronary angiography, in-stent restenosis and its location, de 
novo stenosis, and second stent implantation (1).

The effect of regular exercise training was not evaluated (2). 
We agree this factor can provide complementary information. 
Therefore, this factor needs to be considered in future studies.

In stent restenosis after percutaneous 
coronary intervention
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To the Editor,

Coarctation of the aorta is a congenital aortopathy with a 
narrowed aortic segment as the typical entity that is localized 
mostly between the left subclavian artery and the ligamentum 
arteriosum. The obstruction to aortic blood flow through this 
narrowed segment is serious, and emergency life-threatening 
complications may arise (heart failure, refractory arterial hyper-
tension, hypertensive crisis, aortic complications including dis-
section or rupture, infective endocarditis, cerebrospinal hemor-
rhagic or ischemic complications, and cardiac arrest). Because 
the vast majority of coarctations are diagnosed and frequently 
corrected during childhood, native coarctations identified for the 
first time in adulthood are rare, especially when the adult pre-
sentation is emergent. However, the frequency of emergencies 
in adults due to previously unrecognized coarctation remains 
unknown (1). Thus, we provided this retrospective study based 
on a hospital database screen using the code for coarctation of 
the aorta - Q 25.1.

From a total of 2 105 000 inpatients (40 500 inpatients/year), 
there were 9 adults (34±19 years; 56% men) in the 52-year period 
(1960–2012) under the care of the University Hospital (catchment 
region of 19 235 km2 and 2 019 804 inhabitants) because of emergen-
cies in adulthood due to unrecognized and significant coarctation 
(upper–lower body blood pressure gradient and/or invasive peak 
to peak pressure gradient and/or Doppler systolic mean coarcta-
tion gradient ≥20 mm Hg and/or coarctation segment narrowing 
to 0–8 mm). The frequency of emergencies in adults due to unrec-
ognized coarctation was once per 6 years and the types of emer-

gency were as follows: acute heart failure (34% both genders), 
spinal complications (33% men), hypertensive crisis (22% women), 
and aortic complications (11% man). The mean age of adults in all 
emergencies due to unrecognized coarctation was 34±19 years, 
with a trend to be lower in men (25 years) than in women (46 years). 
Amongst women, 75% had a maternity history, all prior to the emer-
gency diagnosis of coarctation. All 9 adults are still alive (recent 
age 54±20 years); significant cardiac residues persist in 44% and 
intra-cardiac metallic material is present in 33%.

Thus, the authors conclude that professionals in centers pro-
viding non-pediatric general cardiovascular services may see 
emergencies in adults due to unrecognized coarctation sporadi-
cally, on average, once every 6 years. Unfortunately, there are no 
relevant comparable data because this is the first cohort-based 
study (apart from case reports and necropsies). However, Oliver 
et al. (2) retrospectively found 4 adults with aortic complications 
due to known native mild coarctation during the 13-year period 
(1990–2002), which equates to a frequency of once every 3 years. 
Hannoush et al. (3) in his retrospective analysis of adults hospital-
ized in the 20-year period (1980–2000) for various health problems 
found 3 coarctations that had been diagnosed in adulthood repre-
senting a frequency of once per 6.7 years, ignoring manifestations.
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