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The Pharmacovigilance Risk Assessment Committee (PRAC) of the European Medicines Agency (EMA) undertook a review of 
data concerning the risk of all-cause mortality, thromboembolic and bleeding events in patients treated with rivaroxaban* 
after transcatheter aortic valve replacement (TAVR). It should be noted that treatment with rivaroxaban is not currently 
recommended for patients with prosthetic valves.

The review was undertaken in light of findings from a phase III clinical study (GALILEO), which was prematurely terminated in 
2018. The GALILEO study was a randomised, open label, multicentre trial to evaluate clinical outcomes after successful TAVR 
in patients without an established indication for oral anticoagulation. Patients were randomised to either a rivaroxaban-
based anticoagulation strategy (rivaroxaban 10 mg once daily and acetylsalicylic acid (ASA) 75-100 mg once daily for 90 days 
followed by maintenance with rivaroxaban 10 mg once daily) or an antiplatelet-based strategy (clopidogrel 75 mg and ASA 
75-100 mg once daily for 90 days followed by maintenance with ASA). An increase in all-cause mortality, thromboembolic 
and bleeding events in patients treated with rivaroxaban after TAVR was identified, as previously highlighted in the 90th 
Edition of the HPRA’s Drug Safety Newsletter. 

The PRAC review considered the final results of the GALILEO study, as well as available evidence from other randomised 
clinical trials and spontaneous reports. The PRAC concluded that rivaroxaban should not be used for thromboprophylaxis 
in patients having recently undergone TAVR, and recommended an update to the Summary of Product Characteristics 
(SmPCs) of rivaroxaban-containing medicines regarding use of rivaroxaban in patients with prosthetic valves, which is not 
an approved indication. In addition, the PRAC considered that the benefit-risk balance for rivaroxaban, for the currently-
approved indications as listed in the approved product information (Summary of Product Characteristics (SmPC) and Package 
Leaflet (PL)), remains positive.

Advice to Healthcare Professionals

•	 Rivaroxaban is not authorised for thromboprophylaxis in patients with prosthetic heart valves, including patients who 
have recently undergone TAVR, and should not be used in these patients. Rivaroxaban should only be used for the 
currently-approved indications as listed in the approved product information (Summary of Product Characteristics (SmPC) 
and Package Leaflet (PL)).

Key Message

•	 A clinical trial found an increase in all-cause mortality, thromboembolic and bleeding events in patients randomised 
to a rivaroxaban-based anticoagulation strategy compared with an antiplatelet-based strategy after successful TAVR.

•	 Rivaroxaban is not authorised for thromboprophylaxis in patients with prosthetic heart valves, including patients who 
have undergone TAVR, and should not be used in these patients.

•	 The Summary of Product Characteristics (SmPCs) for rivaroxaban-containing medicines have been updated to reflect 
that rivaroxaban should not be used for thromboprophylaxis in patients who have recently undergone TAVR. 

•	 The benefit-risk balance for rivaroxaban remains positive for the currently-approved indications as listed in the 
approved product information.

•	 All reports of suspected adverse reactions should be reported to the HPRA via the available methods (www.hpra.ie).

*Rivaroxaban-containing medicines include Xarelto and Rivaroxaban Rowex. Further details are available at www.hpra.ie and 
www.ema.europa.eu. 
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