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    Abstract



Background Capecitabine is an anticancer agent, pro drug of 5 fluorouracil (5-FU) administered orally and with a narrow therapeutic index, licensed for the treatment of breast and gastrointestinal cancers. 5-FU is metabolised by dihydopyrimydine dehydrogenase (DPD). Patients with a DPD deficiency can experience severe toxicity of 5-FU.





Purpose To evaluate if DPD deficiency investigations were positive for patients who presented severe toxicity following capecitabine administration.





Materials and methods Electronic medical record review (chemotherapy prescription database ONCOBASS®) for toxic death-cases after capecitabine administration to investigate results for DPD deficiency test.





Results The authors identified three toxic death-cases after capecitabine administration. Case 1: 77-year-old man diagnosed in Sep 2008 with colorectal cancer with indication of neoadjuvant chemotherapy who presented signs of major toxicity (grade 4 neutropenia, grade 4 thrombocytopenia, grade 4 mucositis and encephalopathy) two days after capecitabine initiation. After been tested for DPD deficiency, the result was negative. Case 2: 67-year-old woman diagnosed in Sep 2006 with bilateral breast cancer. She received adjuvant therapy for six courses and radiotherapy, which resulted in good response with a patient being without treatment until Dec 2008, when she presented relapse and initiated a course of chemotherapy based on capecitabine. After two courses, the patient suffered signs of severe toxicity (Grade 4 neutropenia, Grade 3 thrombocytopenia, Grade 3 mucositis). The test for DPD deficiency showed that the patient was heterozygous for a mutant DPD allele. Case 3: 78-year-old woman diagnosed in Dec 2008 with metastatic colorectal cancer. She received the first course of Capecitabine and oxaliplatin (XELOX) as first-line treatment. Nine days after capecitabine initiation she presented Grade 2 diarrhoea, Grade 3 mucositis, neutropenia and thrombocytopenia). Investigations showed that she had DPD deficiency.





Conclusions DPD deficiency was tested in all patients with toxic death after capecitabine administration. Pharmacists have an important role in prospective identification of potentially toxic patients in order to reduce the number of patients with severe, life-threatening side effects to capecitabine treatment.
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