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We commend the review by Abdelghany and relevant debate on
Kounis Syndrome (KS), including possible association with systemic
mastocytosis [1,2]. As recognized, drugs represent the most common
cause of KS in clinical practice. Our MEDLINE analysis (as of 25/11/
2016) yielded 252 publications dealing with risk factors of KS: in 142 ar-
ticles, drugs were considered directly responsible for KS; in 89 cases, KS
was triggered by non-pharmacological agents and in 21 reports KS was
stent related. Notably, 126 studies on drug-induced KS were case re-
ports (89%), 14 case series and 2 studies on spontaneous reporting sys-
tems [3,4].

We would like to contribute to the debate by analyzing the FDA Ad-
verse Event Reporting System (2004-June 2016), a consolidated
pharmacovigilance source to monitor rare but serious adverse events
such as KS through disproportionality analysis [5]. Out of 499 spontane-
ous reports of drug-induced KS, 236 cases (47%) were suspectedly at-
tributed to a single drug. Overall, 30 drugs emerged with
disproportionality, including non-steroidal anti-inflammatory drugs
[e.g., ibuprofen; N = 66; reporting odds ratio (ROR) = 19.53; 95% con-
fidence interval (CI) = 11.4-24.2], antibiotics such as amoxicillin (N =
29; ROR: 16.6; 95% CI: 11.4-24.2) also in combination with clavulanate
(45; 198.42; 145.77-270.08), and anticancer drugs (fluorouracil: 10;
4.29;2.29-8.02).

These findings are consistent with previous studies on the vasospas-
tic and/or anaphylactic pathogenesis of KS [3,4] and underline the im-
portance of submitting case reports to the pharmacovigilance system:
increased awareness among clinicians of drug-induced KS will allow
early recognition, timely management, and final inclusion in treatment
guidelines of myocardial infarction.
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