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LETTER TO THE EDITOR

Thrombocytopenia Possibly Induced 
by Pregabalin

Pregabalin, which was released in Canada in 2005, may be used in
the treatment of neuropathic pain, postherpetic neuralgia, partial-onset
seizures, and fibromyalgia. To our knowledge, this is the first reported
case of pregabalin-induced thrombocytopenia.  

CASE REPORT 

A 91-year-old woman was admitted to hospital with a 5-day 
history of nonproductive cough and shortness of breath.* Her previous
medical history included peptic ulcer disease, and her concurrent 
medical conditions were osteoarthritis, osteoporosis, gastroesophageal
reflux disease, and chronic obstructive pulmonary disease (COPD). The
platelet count 18 months before the admission was 278 × 109/L (normal
range 150 × 109/L to 400 × 109/L).

Medications before admission included omeprazole 20 mg daily,
calcium carbonate 500 mg daily, vitamin D 400 units daily, celecoxib
100 mg once or twice daily, etidronate 400 mg daily for 14 days 
followed by calcium carbonate 500 mg daily for 76 days, fluticasone 125
µg and salmeterol 50 µg (combined) by inhaler 1 or 2 puffs twice daily,
and acetaminophen 325–650 mg daily. The only change to the patient’s
medication regimen in the past 5 years had been the initiation of 
pregabalin 50 mg once daily for osteoarthritis, 3 months before 
presentation. The only over-the-counter product that the patient had
taken recently was a single 400-mg dose of ibuprofen 3 days before
admission. The patient denied use of herbal medications. The patient
did not drink alcohol and had no known drug allergies.  

Physical examination showed a frail elderly female. A respiratory
examination revealed shortness of breath with bilateral wheezes. Chest
radiography showed bibasilar atelectasis. Vital signs were as follows:
blood pressure 128/90 mm Hg, heart rate 105 beats/min, respiratory
rate 24 breaths/min, temperature 36.4°C, and oxygen saturation 
93% on room air. The results of neurologic, cardiovascular, and 
musculoskeletal examinations were unremarkable. Abdominal examina-
tion did not suggest splenomegaly. There was no evidence of bruising 
or bleeding.  

Complete blood count on admission revealed hemoglobin 159 g/L
(normal range 120 to 160 g/L), hematocrit 0.47 (normal range 0.36 to
0.48), mean corpuscular volume 88 fL (normal range 82 to 100 fL),
platelet count 23 × 109/L, and white blood cell count 7.2 × 109/L 
(normal range 4 × 109/L to 11 × 109/L). The serum creatinine level was
177 µmol/L (normal range 35 to 100 µmol/L). Examination of 
a peripheral blood smear revealed normocytic and normochromic 
red blood cells, with neutrophils showing slight toxic changes. The 
celecoxib and pregabalin were discontinued.  

On day 2 of the hospital stay, the patient experienced retrosternal
chest pain; she became very short of breath and anxious. The respiratory
rate had increased to 60 breaths/min, and she required oxygen (4 L/min)
to maintain an oxygen saturation of 90%. Blood pressure was 140/86
mm Hg, heart rate 132 beats/min, and temperature 36.6°C; the white
blood cell count had increased to 14.5 × 109/L and the platelet count to
82 × 109/L. Electrocardiography showed no ischemic changes, and the

chest pain was not relieved by sublingual nitroglycerin. She received
salbutamol 5 mg and ipratropium 500 µg (combined) by nebulizer and
morphine 2 mg IV, which reduced the dyspnea and chest pain. 
Ceftriaxone 1 g IV daily was initiated for possible exacerbation of COPD. 

The hematology department was asked to investigate the throm-
bocytopenia. Further work-up revealed no antinuclear antibody,
rheumatoid factor 10 kU/L (normal range 0 to 20 kU/L), C-reactive
protein 69.9 mg/L (normal range 0 to 8 mg/L), and lactate dehydrogenase
288 U/L (normal range 100 to 235 U/L); serum protein electrophoresis
yielded normal results.  

On day 3, the patient described symptoms of a urinary tract 
infection. Urinalysis revealed more than 30 white blood cells per high-
power field (normal range 0 to 5); the urine tested positive for nitrites,
but the results of urine culture were negative. There was no change to
the antibiotic regimen, as ceftriaxone would cover common urinary
pathogens. On day 5 the patient was still wheezing and short of breath,
and prednisone 30 mg daily was prescribed. On day 9 the ceftriaxone
was discontinued, and on day 10 the prednisone was discontinued. 
At that point, the patient no longer required oxygen, and the oxygen 
saturation was 92% on room air. The patient was discharged with 
a platelet count of 473 × 109/L (Figure 1).  

DISCUSSION

The annual incidence of drug-induced thrombocytopenia is 
estimated at 10 cases per million population.1 Generally, the platelet
count falls 7 or more days after starting a new drug and recovers 
rapidly, within 1 to 10 days of discontinuation.1,2 In clinical trials, 3% 
of patients receiving pregabalin and 2% of those receiving placebo 
experienced a decrease in platelet count, defined as less than 20% of
baseline or less than 150 × 109/L.3 Patients treated with pregabalin expe-
rienced a mean decrease in platelet count of 20 × 109/L; the decrease was
11 × 109/L for patients receiving placebo. One patient experienced severe
thrombocytopenia, with a platelet count of less than 20 × 109/L. 
Application of the Naranjo probability scale4 to the case reported 
here suggests a probable relation between the pregabalin and the 
thrombocytopenia. 

A search of MEDLINE, EMBASE, International Pharmaceutical
Abstracts, and Reactions Weekly (for January 1950 to June 2008) with
the search terms “pregabalin” and “thrombocytopenia” yielded no pub-
lished cases. The patient’s other medications were ruled out, as she had
been on her current regimen for 5 years. Viral and bacterial infections
causing thrombocytopenia may be acute (e.g., rubella, infectious
mononucleosis, ehrlichiosis, hepatitis) or chronic and persistent (e.g.,
HIV infection).5 In this case, the platelet count had shown signs of
recovery before the initiation of ceftriaxone, which suggests that the
thrombocytopenia was probably not due to infection. Myelodysplastic
syndrome and mixed connective tissue disease were excluded, because
the antinuclear antibody, rheumatoid factor, and serum protein 
electrophoresis results were normal, and the platelet count increased
after discontinuation of pregabalin. Idiopathic thrombocytopenic 
purpura was unlikely, as the platelet count had increased to 184 × 109/L
before the prednisone was started.

There are 2 other possible explanations for the exacerbation of the
patient’s symptoms on day 2 of the admission. The retrosternal chest
pain, shortness of breath, and anxiety might have been related to the
patient’s tachycardia, which, along with palpitations, may occur in up *The patient and her family gave verbal consent to publish this letter.
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to 10% of patients treated with salbutamol.6 After the patient was 
admitted to hospital, salbutamol 2.5 mg and ipratropium 500 µg were
administered every 4 h by nebulizer. Once the salbutamol was 
discontinued and the dose of ipratropium was decreased to 250 µg every
4 h, there was no further tachycardia. Another important factor was 
the patient’s inability to speak English; she was therefore unable to 
communicate with the staff, which probably exacerbated her anxiety and
shortness of breath. 

The slight toxic changes seen in the neutrophils on the peripheral
blood smear at the time of admission and the increase in white blood cell
count on day 2 might have been related to the urinary tract infection
and possible exacerbation of COPD. The patient’s C-reactive protein
was also elevated. C-reactive protein is an acute-phase reactant and is a
sensitive but nonspecific indicator of acute injury, bacterial infection,
and inflammation.7 In the case reported here, the elevated C-reactive
protein might have been due to infection. After discontinuation of pre-
gabalin and before initiation of ceftriaxone, the platelet count had
increased from 23 × 109/L to 82 × 109/L within 42 h. This implies that
infection was less likely the cause of the thrombocytopenia. The 
exclusion of other potential causes and the onset of and recovery from
thrombocytopenia suggest a probable relationship to pregabalin.
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Figure 1. Platelet count during the patient’s stay 
in hospital.
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