Supplemental Digital Content 1. Flecainide LC-MS/MS summary method information.

Samples (50 µL) were prepared using a two-step liquid-liquid extraction, firstly into methyl-tert-butyl ether, followed by a back-extraction into aqueous acetic acid. Prepared extracts were injected onto the LC-MS/MS system.

LC-MS/MS was carried out using isocratic elution [300 µL/min, 2 mmol/L ammonium acetate and 0.1 % formic acid in deionised water and methanol (40 + 60, v/v)] on a reversed-phase column (C18, 50 °C). Flecainide and flecainide-D4 eluted at 2.8 min, and the total analysis time was 5 minutes. 

MS/MS source conditions (API2000 mass spectrometer) were: turbo-heater temperature 400 °C, curtain gas pressure 20 psig, collision gas pressure 6 psig, ionspray voltage 5,500 V. The pre-collision cell voltages were optimised for declustering potential (DP, 61 V), focusing potential (FP, 370 V), entrance potential (EP, 12 V), collision energy (CE, 41 V) and collision cell exit potential (CXP, 6 V). 

The flecainide/flecainide-D4 precursor ion and product ion were scanned at 415.122/419.140 and 300.900/305.100 respectively. Instrument control and data acquisition were performed using AnalystTM (version 1.6.3, AB Sciex).
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