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Torsade de Pointes Associated  
With Rupatadine

To the Editor:

We have read with great interest the recent article 
by Nombela et al1 in which the authors refer to a case 
of torsade de pointes and directly associated it with 
treatment with rupatadine, a recent H1 antihistamine 
and platelet-activation factor antagonist. However, 
we would like to offer the following observations. 

standard blood analysis, and chest x-ray yielded 
no findings of note. Electrocardiography showed 
levorotation and negative T-wave in the inferolateral 
leads that were not present in previous ECG traces. 
In light of this finding, and together with the 
persistence of symptoms, the patient was referred to 
the cardiology consultation service. Transthoracic 
echocardiography was performed and showed an 
intrapericardial mass in the lower posterior region 
that flattened the left ventricular posterior wall, 
without signs of hemodynamic disorder (Figure 1). 
To obtain better definition of the mass, magnetic 
resonance imaging was requested, but this could 
not be completed due to a lack of collaboration on 
the part of the patient. In the light of this limitation, 
computed tomography was performed which showed 
a fatty dense mass in the pericardial sac in contact with 
the posterior wall of the left ventricle and pressing 
on it. The patient was referred to surgery and a 
7-cm×3.8-cm intramyocardial tumor (Figure 2) was 
resected from the left ventricle. Macroscopically, it 
had a homogeneous and yellowish appearance, and 
microscopic examination showed it to be a lipoma. 
Follow-up examinations have shown the patient to 
be asymptomatic. 

Cardiac lipomas are rare,2 but they can appear 
at any age and at the same frequency in both sexes. 
Most of them are subendocardial or epicardial, 
and only 25% are found in the myocardium. The 
most frequent location is the left ventricle. They 
are masses encapsulated or surrounded by the 
myocardium. They tend to be silent and are only 
found by chance3 during autopsy or chest x-ray, 
although they can cause arrhythmias, conduction 
disorders or mechanical interference. Although we 
could not apply magnetic resonance imaging, this 
is the best technique to diagnose and characterize 
the disorder as it provides accurate 3-dimensional 
information on size, location and borders, and also 
provides information on the composition of the 
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After contacting the authors, we were able to 
confirm this was an adverse event—previously 
reported by the Spanish Pharmacovigilance System 
(Sistema Español de Farmacovigilancia [SEFV]) to 
the marketing authorization holder—that occurred 
in 2006. The marketing authorization holder 
included this in the last update report on product 
safety,2 as stipulated by drug vigilance regulations. 

Second, the SEFV report describes 2 drugs 
suspected of adverse reactions and attributes 
the possible cause of the adverse event to their 
interaction: rupatadine 10 mg/d and sertraline (an 
antidepressant belonging to the selective serotonin 
reuptake inhibitor class) 40 mg twice a day during 
the 6 previous months. The article published by 
Nombela et al inexplicably overlooks this fact. 

Third, and also according to the information 
provided by the SEFV itself, the patient presented a 
prolonged QTc interval of 580 ms during 2 previous 
ECGs (in 2001 and 2003), conducted for cataract 
surgery and a cholecystectomy, respectively. 

Finally, as the marketing authorization holders of 
rupatadine, we would like to present the assessment 
conducted when this occurred and described in the 
safety report2 delivered to the health authorities. 

A randomized, blinded, parallel-group and 
placebo- and moxifloxacin-controlled QT/QTc 
study was conducted with 160 healthy volunteers, 
and showed that 10 mg/d and 100 mg/d (10 times the 
therapeutic dose) of rupatadine up to reaching the 
stationary equilibrium state did not modify the QTc 
interval on ECG, nor did the main metabolites. There 
were no differences between men and women and no 
serious or unexpected events were recorded.3 

As known, rupatadine is mainly metabolized by 
CYP3A4, a cytochrome P450 isoenzyme. Sertraline 
can inhibit this isoenzyme but, according to the 
available information, is a less powerful inhibitor 
than many other drugs, as demonstrated by studies 
conducted with the concomitant administration 
of terfenadine (a withdrawn second-generation 
anti-H1), in which terfenadine concentrations did 
not increase. The manufacturer has pointed out 
that sertraline very mildly inhibits the CYP3A4 
isoenzyme and that this has no clinical importance.4 
In the same line, and according to a review of 
clinically significant interactions, the inhibition of 
CYP3A4 by sertraline is practically nil.5 In view 
of all this, we consider it unlikely that sertraline 
increased rupatadine concentrations and even less 
likely that it led to concentrations high enough to 
have induced the aforementioned torsade of pointes, 
since sertraline is a weak inhibitor of CYP3A4 and 
rupatadine has been shown to be safe at doses 10 
times higher than the treatment doses.3

Sertraline, like many other antidepressants, is 
metabolized by the cytochrome P450 (CYP) 2D6 

isoenzyme.4 In vitro studies of pharmacokinetic 
interactions have shown that rupatadine inhibits 
CYP2D6 at concentrations of 0.5 µmol (210 ng/mL), 
approximately 100 higher times than therapeutic 
concentrations (1.9 [1.2] ng/mL after administration 
of multiple 10 mg/d doses) and, thus, it was concluded 
that it would be improbable that such a mechanism 
of interaction would have clinical relevance.6 

Thus, it is unlikely that the concomitant 
administration of rupatadine could have caused QT-
interval prolongation and torsade de pointes, which 
were probably induced by sertraline. In contrast to 
rupatadine, evidence exists that sertraline does in fact 
alter ECG: a prolonged QT interval and ventricular 
tachycardia (including torsade de pointes-type 
arrhythmias) have been reported during various 
safety assessments after marketing sertraline,4 in 
addition to a placebo-controlled double-blind study 
in which 1 of 8 patients who received sertraline 200 
mg/d showed a clinically significant prolonged QT 
segment at the end of the study compared to basal 
state.7 

In conclusion, we believe that the causal role of 
rupatadine as the only catalyst of the arrhythmia, as 
the letter suggests, is biased and debatable, since in 
this case other factors are also involved, such as the 
combined treatment with sertraline and 2 previous 
episodes of a prolonged QTc interval.

Ramon Fité-Mora

Departamento de Farmacovigilancia, Grupo Uriach, Palau-Solità  
i Plegamans, Barcelona, Spain

The author is responsible for drug vigilance for the Uriach Group. Uriach 
is the marketing authorization holder of rupatadine in Spain. Source of 

funding: Uriach Group. 
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Clinical Trials and Clinical Practice 
in the Real World. Do We Know 
Why Efficacy Is Confused With 
Effectiveness? 

To the Editor:

We have read with great interest the general results 
of the MASCARA study1 and the accompanying 
editorial2 both recently published in the Revista 
Española de Cardiología. 

The MASCARA study defined itself as a study 
of effectiveness,3 and not of efficacy, within the 
management of acute coronary syndrome (ACS) in 
Spain in 2004-2005. Although the determination of 
the real benefit of primary percutaneous coronary 
intervention in ST-elevation acute coronary 
syndrome and an early invasive strategy in the first 48 
hours of non-ST-elevation acute coronary syndrome 
were among the objectives, this proved impossible 
to achieve when analyzing the results of the study,1 
although the authors note in the conclusions that 
there has been an increase in invasive strategies in 
Spain compared to previous studies. 

Although the “theoretical” aims of the MASCARA 
study were not fulfilled, the results presented, in 
our opinion, are very interesting from the scientific 
standpoint and contribute interesting reflections on 
cardiological practice in a time of ever-changing 
information. Although the differences between 
randomized studies and registries are well known2 
to all the professionals involved in the treatment of 
ACS patients, we would like to see, in registries as 
well designed as this, that the outcomes of strategies 
with clear scientific support—primary percutaneous 

Response

To the Editor:

We have read with great interest the issues 
raised by Ramón Fité-Mora and thank him for his 
timely clarifications. We would like to offer some 
comments regarding his letter and our article.1 The 
yellow card sent from our center to the Spanish 
Pharmacovigilance System (Sistema Español de 
Farmacovigilancia) described all the drugs that 
the patient took at the time of arrhythmia onset, 
among them sertraline and rupatadine. The purpose 
of this card is to report a suspected adverse drug 
reaction.2 We consider it appropriate to report this 
possible adverse effect, due to the recent marketing 
of this drug in Spain and the relevance of the clinical 
event. 

We would like to emphasize the temporal 
relationship between the time of rupatadine 
administration and symptom onset. The patient had 
already been receiving treatment with sertraline for 
several months without arrhythmic problems being 
recorded, even with previous electrocardiograms 
indicating a prolonged QT interval. Indeed, as 
we mentioned in the original article, the patient 
had been examined by the neurology service for 
previous syncopal symptoms, without a conclusive 
and definitive diagnosis. However, after starting 
rupatadine, the diagnosis was clear, since the patient 
presented presyncopal symptoms with 2 episodes 
of syncope, one of them in which ventricular 
tachycardia was recorded. We consider that a 
previous syncopal episode cannot be compared 
to the definitive diagnosis of the case. Again, the 
temporal relationship between the suspension of 
both drugs was the factor that normalized the 
QT interval and led to the disappearance of the 
ventricular arrhythmia. 

As described, the patient presented a prolonged 
QT interval on previous electrocardiograms, so 
we emphasize that the final diagnosis was aborted 
sudden death due to torsade de pointes secondary 
to idiopathic long QT syndrome and exacerbated 
by rupatadine treatment. We agree that it would 
have been better to have made the combined 
administration of rupatadine and sertraline more 
explicit. 

Finally, we do not consider that rupatadine was the 
cause of arrhythmia onset, rather, given a long QT 
syndrome substrate, a long list of factors can induce 
torsade de pointes, among which is recently initiated 
medication.3,4 Thus, the association, rather than a 
causal link, between rupatadine and the symptoms is 
clear, although other influencing factors also exist.

Luis Nombela-Franco

Hospital Universitario Puerta de Hierro, Majadahonda, Madrid, Spain


