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Abstract

Clopidogrel is an analogue of ticlopidine, used for reduction of atherosclerotic events in patients with acute coronary syn-
drome (ACS), stroke, peripheral arterial disease and for elective percutaneous coronary intervention (PCI). It selectively and
irreversibly blocks ADP binding to platelets. Its primary side effect is bleeding. However potentially fatal types of haema-
tological dyscrasia such as aplastic anaemia, neutropenia, thrombocytopenia, pancytopenia may be associated with clopi-
dogrel therapy. A 50 years old diabetic, hypertensive lady with angina was started to treat with clopidogrel along with other
anti-ischaemic and anti-hypertensive drugs. Subsequently the patient developed leucopenia and thrombocytopenia after
starting of clopidogrel. Five days later her complete blood count returned to normal after withdrawal of both anti platelets.
Aspirin was re-introduced with great precaution. Later repeat leucocyte and platelet count were found to be normal. At fol-
low-up 1 month after discharge patient found asymptomatic with normal blood count. To the best of our knowledge, clopi-

dogrel induced haematological dyscrasia was not reported earlier in our country.
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Introduction

Clopidogrel is a thienopyridine derivative, indicated for the
reduction of atherosclerotic events in patients with acute
coronary syndrome (ACS), stroke, peripheral arterial dis-
easel. It is also used in elective PCI, coronary artery bypass
grafting (CABG) and aspirin resistant case3. It inhibits
platelet aggregation, increases bleeding time and reduces
blood viscosity by inhibiting ADP action on platelet recep-
tort. It has fewer side effects than ticlodipine or aspirinS.
However, there were several reports concerning the poten-
tiality of fatal types of haematological dyscrasia associated
with clopidogrel therapy such as aplastic anaemia, neu-
tropenia, pancytopenia, thrombocytopenia and thrombocy-
topenic purpura (TTP)®-10, Here we are reporting a rare side
effect of clopidogrel- leucopenia and thrombocytopenia in
a patient with unstable angina.

Case Report

A 50 years old hypertensive lady was on medication-
angiotensin converting enzyme inhibitor (ACE inhibitor)
and aspirin for 15 years under regular supervision of her
family physician. Recently she developed new onset dia-
betes mellitus (DM) and stable angina with fluctuation of
blood pressure for last three weeks. DM was well controlled
by diet and exercise. So her physician added two new
drugs- clopidogrel and nitrate with her previous medica-
tion. Seventeen days later suddenly she developed severe

compressive chest pain with nausea, sweating and admitted
into a private hospital. Both general and systemic examina-
tion findings were normal. Her ECG showed non-specific T-
wave changes and cardiac troponin-I was negative.
Echocardiography showed normal left ventricular function
(ejection fraction 75%) without any wall motion abnormal-
ity. She was diagnosed as a case of unstable angina and
treated conservatively. But her complete blood count (CBC)
with peripheral blood film (PBF) showed leucopenia
(1000/cmm) and thrombocytopenia (110000/cmm) with
normal differential count, Hb%- 13gm/dl, ESR- 30mm in
1st hour. Fasting blood sugar was 7.75mmol/dl and fasting
lipid profile showed dyslipidaemia. Blood urea, serum cre-
atinine, Chest x-ray P/A view, USG of whole abdomen,
urine R/M/E, blood culture showed normal finding.
Surprisingly she had no features of bleeding manifestation
and secondary infection. On enquiry, she had no history of
recent sore throat, fever, cough, urinary or bowel com-
plaints, arthritis. She was not having any antibiotics. Both
clopidogrel and aspirin were discontinued. Broad-spec-
trum antibiotics were started immediately. Five days after
discontinuation of anti platelets, CBC showed- leucocyte
and platelet count returned to their normal range
(8500/cmm & 200000/cmm respectively). Aspirin was re-
introduced with great precaution. Five days later, repeat
CBC with PBF was found to be normal. The patient was dis-
charged without any complication. At follow-up after one
month and three month from discharge, her CBC and
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platelet count were found quite normal. Patient also
remained asymptomatic.

Discussion

Clopidogrel is indicated for secondary prevention of
atherothrombotic events. It is used singly or combination
with aspirin for the treatment of ACS. Ticlodipine, first
widely used thienopyridine derivative has been studied
extensively. Its use declined after recognition of haemato-
logical side effects- neutropenia 2%-3%, agranulocytosis,
and thrombotic thrombocytopenic purpura. So the use of
clopidogrel is increasing day by day. The most commonly
reported adverse event of clopidogrel is bleeding. Very rare
cases of blood dyscrasia including agranulocytosis, neu-
tropenia, thrombocytopenia, aplastic anaemia or pancy-
topenia were also observed in some case reports’-10,
Among these haematological abnormalities, neutropenia
associated with clopidogrel appears to be very rare. The
risk of neutropenia is less than ticlodipine and essentially
equivalent to aspirin. In CAPRIE (Clopidogrel versus
Aspirin in Patients at Risk of Ischemic Events) trial, severe
neutropenia was observed in six patients. Among them four
were on clopidogrel and two were on aspirin therapy. Two
of 9,599 patients who received clopidogrel and none of
9,586 patients who received aspirin had neutrophil count of
zerod. In CURE (Clopidogrel in Unstable Angina to Prevent
Recurrent Ischemic Events) trial, the number of patients
with thrombocytopenia (19 Clopidogrel & aspirin versus 24
aspirin & placebo) or neutropenia (3 versus 3) were simi-
lar!!. The mechanisms of leucopenia and thrombocytope-
nia are not clearly understood. But the mechanism of action
of clopidogrel is believed to be identical to that of ticlodip-
ine. The drugs are similar in structure and have similar
effects - both desired and adverse!2. The risk of myelotox-
icity with clopidogrel is considerable when fever or other
sign of infection without any apparent cause is present. Two
case reports of neutropenia associated with clopidogrel in
chronic renal failure were documented after 20-45 days
administration of clopidogrel and took recovery time of
5days’-12. In our patient bicytopenia was found as an inci-
dental finding after 17 days of clopidogrel therapy in a
patient with normal renal function and took recovery time
of 5 days.

An evaluation was taken to find out other possible causes
of bicytopenia. On this regard, she had no history of fever,
cough, arthritis, rash, bowel or urinary complaints. She was
not having any antibiotics. Both general and systemic
examination findings revealed no abnormality. This virtual-
ly excluded the other viral, infectious and systemic causes
of bicytopenia. All reported cases as well as our case
showed spontaneous recovery of leucocyte and platelet
count to their normal range after 5 days withdrawal of
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clopidogrel. Here aspirin was readminstered after recovery
and did not affect the CBC.

The temporal relation between development of bicytopenia
after initiation of clopidogrel and rapid recovery after with-
drawal of drug testifies in favour of drug induced reversible
haematological dyscrasia.

Conclusion

The exact mechanism and incidence of clopidogrel induced
haematological dyscrasia is unknown yet. Clopidogrel can
produce primary bleeding complication as well as some
rare haematological dyscrasia specially neutropenia. So it is
important for physician to remember that clopidogrel can
produce some rare life-threatening haematological side
effects both in patient with normal renal function and
impaired renal function.
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