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Dabigatran etexilate (DE) is indicated to reduce risk of stroke and systemic embolism in patients with nonvalvular atrial fibrillation (NVAF). Increased incidences of gastrointestinal symptoms (GIS) such as abdominal discomfort were seen in trials comparing DE to warfarin. 
An exploratory study evaluated 2 strategies for GIS management with DE.DE-naïve NVAF patients with no GIS for > 2weeks were followed for 3 months taking DE. Patients reporting GIS were randomized (1:1) to either a strategy of taking DE within 30 min after a meal or added pantoprazole (40 mg daily). Patients whose GIS did not completely resolve with the initial strategy were to be assigned the other as add-on therapy. Management periods lasted 4 weeks. 1067 patients were enrolled and treated with DE. 117 patients (11%) self-reported GIS and were randomized: 58 to pantoprazole and 59 to DE + meal. In the pantoprazole group, 39 patients (67%) had complete symptom resolution, 11 (19%) partial resolution, and 8 (14%) no resolution. In the DE + meal group, 33 (56%) had complete resolution, 7 (12%) partial resolution, and 19 (32%) no resolution. A descriptive P value comparing strategies was <0.05 favoring pantoprazole. For the second (add-on) phase, 11 of 19 patients with partial or no GIS resolution taking pantoprazole added DE + meal: 2 had symptom resolution, 6 partial resolution, and 3 no resolution or withdrew consent. Alternatively, 14 out of 26 patients with partial or no response taking DE + meal added pantoprazole: 6 had symptom resolution, 6 partial resolution, and 2 no resolution.
Patients who developed GIS on DE had partial or complete resolution of symptoms more frequently on an initial management strategy that included pantoprazole. Overall, 90/117 (77%) of patients with GIS randomized experienced complete or partial resolution of symptoms when taking DE with a meal or concomitant pantoprazole. 

