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Background. Kounis Syndrome (KS) is a rare type of myocardial ischemia also known as “allergic 

infarction”, characterized by coronary vasospasm during a type I hypersensitivity reaction. Several 

factors are responsible of its occurrence, primarily drugs. Although three different forms have 

been identified, its recognition is extremely challenging, thus making KS likely to be 

underappreciated and potentially misdiagnosed (Abdelghany et al. 2017).  

Aim. This study aims to evaluate current knowledge on KS, focusing on the role of drugs. This was 

achieved through a systematic literature review and an analysis of spontaneous reports submitted 

to the FDA Adverse Event Reporting System (FAERS). 

Methods. Medline database was queried (as of 25/11/2016) by using multiple keywords to 

increase the sensitivity of the search strategy: "Kounis Syndrome", "Allergic Angina" and "Allergic 

Myocardial Infarction". Snowballing was also undertaken (i.e., references of included studies were 

further scrutinized to identify additional articles). No restriction criteria were applied other than 

English language. 

FAERS database was queried (as of June 2016) to extract cases of drug-induced KS where a given 

agent was reported as “suspect”. To this aim, the Preferred Term “Kounis Syndrome” was used, 

according to the Medical Dictionary for Regulatory Activities (MedDRA – Version 18.0) 

terminology. Moreover, disproportionality analysis was performed by calculating the Reporting 

Odds Ratio (ROR): disproportionality signals were defined by Lower Limit of the 95%CI>1, with at 

least 3 cases reported. 

Results. In Medline, 592 references were screened: in 142 articles, a drug(s) was considered 

directly responsible for KS; in 89 cases, KS was triggered by agents different from drugs and in 21 

reports KS was related to stent. Notably, 126 studies on drug-induced KS were case reports (89%), 

14 case series and 2 studies on spontaneous reporting systems. 

In FAERS, we found 499 spontaneous reports of drug-induced KS, mainly occurring in males (58%) 

aged 50-70. In 236 cases (47%), a single drug was considered to be the only suspect by the 

reported, whereas in 16% of the cases, two agents were concomitantly reported to cause KS. 

Overall, 30 drugs emerged with disproportionality signal. 

By combining the two lists, three categories of drugs capable of causing KS were identified: 1) 

drugs traditionally known to be associated with KS (i.e., antibiotics such as amoxicillin/clavulanic 

acid and nonsteroidal anti-inflammatory drugs), which may be viewed as positive controls (Renda 

et al. 2016); 2) drugs that may represent an indication bias (i.e., adrenaline, corticosteroids, 

antihistamines, isosorbide dinitrate, morphine), because they are used in the acute treatment of 

KS, namely allergic reactions and myocardial infarction; 3) drugs previously unknown to induce KS, 



such as rituximab (6 cases in oncological patients, emerging from the literature review) and 

cabergoline (8 cases, highlighted from FAERS analysis). Notably, the 8 reports of cabergoline were 

all submitted from Italy, occurred in young females using the drug for unspecified lactation 

disorders, and no additional drugs known to cause KS were identified among concomitant agents. 

Discussion and conclusions. The combined analysis of Medline and FAERS database identified a 

substantial proportion of reports on drug-induced KS, with rituximab and cabergoline requiring 

further investigation through pharmaco-epidemiological studies. The approach represents the 

starting point to build a clear framework of KS and increase awareness among clinicians, who 

should consider KS (and role of relevant drugs) among the differential diagnoses. This will support 

inclusion of KS in future treatment guidelines. 
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