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Reply to “Adrenalin use in Kounis syndrome: a well-
unknown entity”

I would like to thank Dr. Öner Özdemir for the attention and 
the constructive criticism given to our article describing the 
characteristics of nine patients for whom the diagnosis of Kounis 
syndrome (KS) was made from January 2008 to March 2020 at 
a single center (Allergy Unit of Novara Hospital).
To answer point by point Dr. Özdemir’s questions:
First – according to some authors, epinephrine, which is the 
drug of choice in anaphylaxis, in KS can aggravate ischemia and 
worsen coronary vasospasm (1-3).
Note that in our study (4), in patient number 9, the coronary 
spasm and the peri-cardiac arrest resolved after intracoronary 
epinephrine injection – see images from coronarography (figure 
2). In another study the authors report a case of type II KS treated 
successfully and safely with the administration of both intrave-
nous epinephrine and a coronary vasodilator (5). Even though 
myocardial ischemia could occur on rare occasions even with 
therapeutic doses of adrenalin, this should not prevent the early 
use of adrenaline since early use of it is life saving and associated 
with a better outcome than delayed use (6). Physicians should 
bear in mind this potential adverse effect which can occur in 
the acute setting. Old age, preexisting coronary artery disease 
and being on a beta blocker were some of the risk factors for 
epinephrine induced myocardial ischemia (6). In the absence 

of specific guidelines, cardiologic management of KS should 
follow the evidence-based guidelines for the treatment of acute 
coronary syndrome in particular for patients with diagnosis of 
KS of type II and III while in type I variant in addition to anti-
allergic treatment, vasodilators could be used in order to abolish 
hypersensitivity induced vasospasm (3, 7). Management of the 
acute phase of KS still remains a real challenge for the clinician.
Second – In our case history we thought that in the personal history 
of patient number 1 a diagnosis of KS type I in the first reaction 
could have been supposed given the presence of an increased 
in troponin value with doubtful alteration in repolarization, in 
absence of underlying cardiac diseases. Although the recurrence 
of KS has not been reported, some authors have hypothesized the 
possibility that a repeated uncontrolled allergen exposition may 
cause similar allergic reaction with cardiac involvement (8). We 
do not know if one condition predisposes to the other.
Third – Hymenoptera venom allergy is not an indicator of atopic 
status.
For patient number 7 we didn’t perform skin tests in relation to 
the severity of the reaction thinking that in this type of patient at 
higher risk skin testing may result in systemic response (9). The 
high tryptase value (92.4 mcg/L) during the reaction is considered 
significant for an anaphylactic event, with returning to normal 
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basal values (5.7 mcg/L) 48 hours after the end of the event. 
Only persistently elevated tryptase values after an anaphylactic 
reaction justify the expansion of the diagnosis for the search for 
mastocytosis (10). Furthermore, the patient had a negative REMA 
score (< 2), so clinical suspicion of this disease was ruled out.
Minor points – In table I, for the patient number 1, we inserted 
data regarding the second reaction that occurred during con-
ventional venom immunotherapy with 100 µg of PoD venom, 
therefore the maintenance dose was increased to 200 mcg after 
confirmation of sensitization to PoD.
In table II, CT is a mistake instead of CFT (ceftriaxone).
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