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Medication non-compliance (adherence) is a significant problem in the management of chronic diseases. Its investigation can be both time consuming and costly. We describe here an LC-MS-MS method for amlodipine compliance testing in a patient with apparently refractory hypertension, who was referred to our clinic following thorough investigations at three other centres. Her sitting blood pressure was 190/121 mmHg and her heart rate was 100/min, despite therapy with maximum doses of multiple drugs including atenolol, diltiazem and amlodipine. None of these drugs were detected in her plasma apart from amlodipine. The patient had no explanation for these findings and failed to return for follow up. Amlodipine was extracted from 100µL sample using liquid-liquid extraction into methyl-tert-butyl-ether, after the addition of bromperidol as the internal standard and 1M tris for pH control. They were then back extracted from the organic phase into 1% formic acid (250µL). An aliquot (25µL) of extract was injected onto a Supelcosil LC-Si column. The mobile phase used was acetonitrile:de-ionised water:formic acid (50:50:0.1, v/v/v). A Sciex API2000 triple quadrupole mass spectrometer equipped with a turbo-ion spray interface was used to detect the precursor and product ion transitions m/z: 409/238 (amlodipine) and m/z: 420/165 (bromperidol). Amlodipine eluted after 2.2 minutes and the limit of detection was 1ng/mL. In conclusion compliance testing may assist in the identification of poor adherence to drug therapy as a cause for refractory hypertension, allowing reallocation of resources to appropriate counselling. Where amlodipine is detected in the absence of concomitant improvement in blood pressure, drug concentration should be correlated with dose and the scope of investigation extended to include co-prescribed anti-hypertensive medication. We acknowledge that other factors, such as genetics or drug interactions should also be considered. 

