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Introduction
The prodrug thienopyridine known as clopidogrel is actively 

transformed into a molecule that binds irreversibly to the P2Y12 
receptor, antagonizing ADP signalling and therefore platelet activation.  
Patients with acute coronary syndrome (ACS) that are admitted in the 
emergency room are treated with AAS and a loading dose of clopidogrel 
(300-600 mg) unless contraindicated. When a revascularization with a 
stent is performed it is mandatory to treat the patient one month with 
two antiplatelets if it is a conventional stent and at least 12 months if it 
is a drug eluting stent. Percutaneous coronary intervention (PCI) is the 
preferred treatment of acute myocardial infart in ST-segment elevation 
acute coronary syndrome [1]. More than 2 million of procedures 
are performed annually worldwide. There is 1% incidence of stent 
thrombosis after PCI. 

Clinical Summary
A 47 year old male who is admitted in the emergency room of our 

hospital with chest pain. He referred chest oppression without any other 
accompanying symptoms at rest. In the ECG without pain the only 
findings were T negative waves in lead III and AVF and in his blood 
test there was no elevation of cardiac biomarkers. He was admitted in 
the cardiology ward with the diagnosis of ACS without ST segment 
elevation (unstable angina). In the echocardiogram the left ejection 
fraction was preserved and there were no segments with hypochinesia. 
He underwent a cardiac catheterism the next day and a significant 
lesion was seen in the right coronary artery. He was revascularized 
with two drug eluting stents. A loading dose of 300 mg of clopidogrel 
was used and a 12 months period with dual antiplatelet therapy was 
recommended (AAS 100 mg plus clopidogrel 75 mg per day). The 
day after revascularization he started treatment with Duocover®, and 
was sent home also with ranitidine 150 mg, bisoprolol 2.5 mg and 
atorvastatin 40 mg. 

After seven days taking Duocover®, the patient presented non-
immediate erythematous, pruritic, maculopapular rash. He was 
admitted to the emergency room of our hospital and clopidogrel 

was discontinued. Administration of parenteral corticosteroids 
and antihistamines resolved the exanthema in hours. He continued 
treatment with the other drugs (raniditina, bisoprolol 2,5 y atosvastatina 
40 mg) and AAS 100 mg daily for one day and the next day the dose 
was augmented to 300 mg of AAS. The patient was referred to our 
department by the cardiology service to perform an induction of 
tolerance to Duocover®.

Pathological Findings
There was not history of atopy. Patient provided informed verbal 

and written consent prior to the procedure. After one intramuscular 
dose of 60 mg of 6-metilprednisolone, the patient received a tablet of 
75 mg of clopidogrel and was monitored during 6 hours at hospital. He 
tolerated Duocover® and subsequently daily dosage. The patient has not 
recurrance of exanthema during a follow-up of one month (Table 1).

Discussion
Pruritic rash affects up to 6% of patients taking clopidogrel and 

results in premature drug discontinuation in 1.5% of patients. In a 
recent review of 76 subjects, 27% of patients with a hypersensitive or 
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Abstract
Patients with acute coronary syndrome (ACS) that are admitted in the emergency room are treated with AAS 

and a loading dose of clopidogrel (300-600 mg) unless contraindicated. A 47 year old male was admitted in the 
cardiology ward with the diagnosis of ACS. He was revascularized with two drug eluting stents. A loading dose of 300 
mg of clopidogrel was used and a 12 months period with dual antiplatelet therapy was recommended (AAS 100 mg 
plus clopidogrel 75 mg per day). After seven days taking clopidogrel and AAS, the patient presented non-immediate 
erythematous, pruritic, maculopapular rash. He tolerated AAS after skin reaction. The patient was referred to our 
department by the cardiology service to perform an induction of tolerance to clopidogrel. There are several, outpatient 
and inpatient, protocols of desensitization to clopidogrel usually in one day, all of them with good results. To allow 
hypersensitivity symptoms to resolve before performing desensitization, these protocols require a drug washout 
period during which time patients are at risk for stent thrombosis while clopidogrel is withheld. We present a method 
for induction tolerance in a patient with probably hypersensitivity to clopidogrel who has discontinued the medication. 
The induction of tolerance to clopidogrel has allowed the patient to continue taking this medication necessary for his 
health in a quickly and safely way.

Induction of Tolerance to Clopidogrel in a Patient with Ischemic Cardiopathy
David El-Qutob*, Gemma Mencia and Maria Jose Bosch 
Hospital La Plana, Vila-Real, Castellón, Spain

Days 1-6 Duocover®

7th day Duocover®-Rash
8th día AAS 100 mg
9th día AAS 300 mg
10th día Induction of tolerance to Duocover®

Table 1:  Chronology of treatment.
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patient to continue taking this medication necessary for his health in a 
quickly and safely way.
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Figure 1: Ticlopidine and clopidogrel.

hematologic adverse reaction to clopidogrel also experienced a similar 
reaction to ticlopidine [2] (Figure 1). Based in this information, we 
choice to perform an induction to clopidogrel and not challenging with 
ticlopidine in this patient. 

Ideally, the term desensitization should be reserved for those 
reactions that have an IgE-mediated mechanism. However, the term 
has also been used to describe a state of unresponsiveness to a drug that 
is accomplished by repeated and increasing exposure to that agent [3]. 
This may include delayed, not IgE-mediated, reactions as in our patient.

There are several, outpatient and inpatient, protocols of 
desensitization to clopidogrel usually in one day [4-12], all of them 
with good results. To allow hypersensitivity symptoms to resolve before 
performing desensitization, these protocols require a drug washout 
period during which time patients are at risk for stent thrombosis while 
clopidogrel is withheld. Premature discontinuation of thienopyridine 
therapy is associated with 3-fold increase in stent thrombosis [13]. 
Campbell et al. have published the results of the management of 
clopidogrel hypersensitivity without drug interruption. Treatment of 
clopidogrel hypersensitivity was successful in 22 of 25 patients (88%) 
[14]. Cheema et al. [15] studied 84 patients for suspected clopidogrel 
hypersensitivity but only sixty-two patients were treated with 3-week 
tapering course of oral prednisone, and 59 patients reported complete 
resolution of clopidogrel hypersensitivity at 5 ± 2  days approximately 
as our patient. Drug allergy tests were performed after completion 
of prescribed clopidogrel therapy. The lesions of our patient are 
characteristic of non IgE-mediated reaction, as well as the timing of the 
reaction. Because the patient needed to continue the medication as soon 
as possible, it was not possible to assess clopidogrel hypersensitivity 
at the moment of the skin reaction. We have avoided the use of oral 
corticosteroids for several weeks that may produce adverse side effects.

We present a method for induction tolerance in a patient with 
probably hypersensitivity to clopidogrel who has discontinued the 
medication. The induction of tolerance to clopidogrel has allowed 
the 

http://www.ncbi.nlm.nih.gov/pubmed/16386656
http://www.ncbi.nlm.nih.gov/pubmed/20031738
http://www.ncbi.nlm.nih.gov/pubmed/19796212
http://www.ncbi.nlm.nih.gov/pubmed/15973671
http://www.ncbi.nlm.nih.gov/pubmed/16816444
http://www.ncbi.nlm.nih.gov/pubmed/19258645
http://www.ncbi.nlm.nih.gov/pubmed/18021870
http://www.ncbi.nlm.nih.gov/pubmed/20009004
http://www.ncbi.nlm.nih.gov/pubmed/18225971
http://www.ncbi.nlm.nih.gov/pubmed/18317540
http://www.ncbi.nlm.nih.gov/pubmed/16729795
http://www.ncbi.nlm.nih.gov/pubmed/15870416
http://www.ncbi.nlm.nih.gov/pubmed/21247516
http://www.ncbi.nlm.nih.gov/pubmed/21939827

	Title

	Abstract
	Corresponding author
	Keywords
	Introduction
	Clinical Summary
	Pathological Findings
	Discussion
	Table 1

	Figure 1

	References

