
Although there are no definite diagnostic criteria to differen-
tiate prinzmetal angina from Kounis syndrome, systemic allergic 
reactions associated with acute myocardial ischemia in a pa-
tient should suggest that the patient has Kounis syndrome (2). 
Are there any signs and symptoms of systemic allergic reactions 
such as generalized erythema or urticarial rashes in the patient? 
Also, after clinical stabilization, additional allergy tests, including 
skin prick test, may be helpful for diagnosis.

I also would like to highlight a specific point in the treatment 
of the abovementioned patient. In the cases where type 1 Kou-
nis syndrome progresses to acute myocardial infarction with 
increased cardiac enzymes and troponins, anti-allergic treat-
ment, including administration of H1 and H2 blockers together 
with corticosteroids combined with classical treatment of acute 
coronary syndromes, is recommended (3). Also, in patients with 
non-ST-elevation acute coronary syndromes, dual antiplatelet 
therapy with aspirin and clopidogrel has been recommended 
for 1 year over aspirin alone, irrespective of the revasculariza-
tion strategy and stent type according to the current guidelines 
(4). However, the utilization of aspirin is controversial because 
of the underlying anaphylactic reaction in Kounis syndrome. 
Acetylsalicylic acid can cause allergic reactions and induce 
anaphylaxis; therefore, the safety of aspirin use in patients with 
Kounis syndrome is unknown (5). I would like to kindly ask the 
authors whether there is any specific reason for the treatment 
of aspirin in this case?

In conclusion, because the use of synthetic cannabinoid is 
gradually increasing in our country, rapid diagnosis and appro-
priate treatment in these patients has great importance because 
of the complex and complicated course of acute coronary syn-
dromes associated with allergic reactions.
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Author`s Reply

To the Editor,

We thank you for the interest in and positive reviews for our 
case report published in the Anatolian Journal of Cardiology enti-
tled "Bonsai-induced Kounis Syndrome in a young male patient" (1).

The most important step of the diagnosis of Kounis syndrome 
is determining the presence of allergic symptoms accompanying 
chest pain. Systemic allergic reaction is manifest with skin, mu-
cosa, respiratory system, cardiovascular system, or gastrointes-
tinal system signs in minutes/hours after exposure to the aller-
gen. The clinical picture is variable in a wide spectrum from mild 
skin lesions that might be unnoticed to anaphylactic shock. The 
course of the allergic reaction occurring in this case was chest 
pain without skin involvement. No skin lesion was encountered 
in this patient. However, skin lesions may be absent in majority of 
the cases (2). The patient was questioned and examined for skin 
lesions; nevertheless, the mild nature of the skin lesions should 
be considered so that they may be unnoticeable (3). Leukocyto-
sis, eosinophilia, and increased IgE levels were detected in this 
case, and other tests could not be performed because of techni-
cal unavailability. The skin prick test may be helpful in diagnosis; 
however, its rate of usage is found to be low in the literature (4).

Primary treatment of Kounis syndrome is AKS management 
and suppression of the allergic reaction. Because the primary 
mechanism is coronary vasospasm in young and otherwise 
healthy patients who have no risk factors for coronary artery 
disease and are considered to have Type I variant Kounis syn-
drome, the first-line treatment is nitrates and calcium channel 
blockers. Suppression of allergy by steroids and antihistamines 
alone may even alleviate coronary vasospasm. AKS manage-
ment in those patients, on the other hand, is unclear. Debatable 
applications have been reported, particularly on the antiag-
gregants. Because aspirin is a basic building block treatment 
in the management of AKS, we started aspirin (5). However, as 
you have mentioned, aspirin has the potential to increase the 
continuing allergic reaction in patients with Kounis syndrome. 
It may be more suitable to prefer clopidogrel in patients with 
hypersensitivity to aspirin.
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To the Editor,

Myocardial infarction (MI) is a leading cause of morbidity and 
mortality worldwide (1). Acute MI generally develops following a 
critical narrowing of the coronary artery or a narrowing or com-
plete occlusion of the coronary vessel by an acute plaque rup-
ture (2). MI in young adults may be categorized into two groups 
as normal coronary artery anatomy and coronary artery disease 
(CAD) accompanied by various etiologies; moreover, conditions 
associated with hypercoagulopathy play a significant role in the 
pathophysiology of both groups (3).

We examined 68 patients (aged <45 years) with ACS and 69 
healthy controls for hypercoagulable states in our institution be-
tween January 2008 and June 2010. We found a statistically sig-
nificant difference between the groups for factor V Leiden (FVL), 
whereas there was no statistically significant difference for pro-
thrombin gene mutation (P G20210A).

The two most common reasons of familial thrombophilia are 
P G20210A and FVL. P G20210A is frequently observed in South-
ern European countries and most notably in countries that have 
coast to the Mediterranean (4). Despite conflicting results, some 
studies have demonstrated that the combination of known risk 
factors and P G20210A is a risk factor for the development of 
arterial thrombus and ACS (5). In our study, there was no sta-
tistically significant difference between the patient and control 
groups (2.9% vs. 1.4%, p=0.551). P G20210A was found to be het-
erozygotic in three (2.2%) among a total of 137 cases. However, 
in the study by Akar et al. (6), P G20210A prevalence rate in Tur-

key was reported to be 6.2%, which is similar to the rate in Medi-
terranean countries; however, this finding is contradictory to our 
study findings. Despite being a Mediterranean country, Turkey 
is located right in the middle of three continents and has a dis-
tinctive geography. Therefore, FVL mutation prevalence rather 
than P G20210A may be more frequent, particularly in the Central 
Anatolian, Eastern Anatolian, and Black Sea Regions, which is 
similar to that observed in the Northern European countries. 

Data regarding the association of FVL mutation with the de-
velopment of CAD and ACS are conflicting. However, large stud-
ies investigating young patients with ACS have reported that FVL 
mutation was found to be statistically significant (7). Similarly, 
we found in our study that FVL mutation was statistically signifi-
cant in the patient group compared with that in the control group 
(22.1% vs. 5.8%, p=0.006).

In conclusion, patients with ACS carrying FVL mutation might 
have a role in the pathophysiology of developing ACS. Furthermore, 
Turkey appears as a FVL mutation region rather than a P G20210A 
mutation region, which is similar to the Northern European coun-
tries, thereby opposing the known current literature. However, fur-
ther prospective controlled studies in larger patient populations 
with careful analysis of other risk factors and mutations are re-
quired to understand the pathophysiological process of ACS.
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Is Turkey a prothrombin gene mutation region 
similar to the Mediterranean countries?

Anatol J Cardiol 2016; 16: 217-28Letters to the Editor228

http://dx.doi.org/10.5152/AnatolJCardiol.2015.6641
http://dx.doi.org/10.5543/tkda.2012.54077
http://dx.doi.org/10.1016/j.jaci.2004.04.029
http://dx.doi.org/10.1186/1756-0500-7-867
http://dx.doi.org/10.1093/eurheartj/ehv320

