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Scope of this expert opinion 

This scientific opinion reflects the views of independent experts (MDR Article 106) on the clinical evaluation 

assessment report (CEAR) of the notified body. The advice is provided in the context of the clinical evaluation 

consultation procedure (CECP), which is an additional element of conformity assessment by notified bodies for 

specific high-risk devices (MDR Article 54 and Annex IX, Section 5.1).  

The notified body is obliged to give due consideration to views expressed in the scientific opinion of the expert 

panel and in particular in case experts find the level of clinical evidence not sufficient or have serious concerns 

about the benefit-risk determination, the consistency of the clinical evidence with the intended purpose 

including the medical indication(s) or with the post-market clinical follow-up (PMCF) plan.  

Having considered the expert views, the notified body must, if necessary, advise the manufacturer on possible 

actions, such as specific restrictions of the intended purpose, limitations on the duration of the certificate validity, 

specific post-market follow-up (PMCF) studies, adaption of instructions for use or the summary of safety and 

clinical performance (SSCP) or may impose other restrictions in its conformity assessment report.  

In accordance with MDR Annex IX, 5.1.g., the notify body shall provide a full justification where it has not 

followed the advice of the expert panel in its conformity assessment report. 
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technical, biological, and clinical equivalence to SAPIEN 3, which was accurately reviewed by the 

NB. A longer-term follow-up is planned as part of the PMCF plan.  

● Adequacy of benefit-risk determination: The panel’s view is that benefit-risk determination as 

assessed by the NB is not fully adequate when considering the current state of the art, namely 

surgical reintervention, in low/intermediate patients with dysfunctional or failing aortic 

bioprostheses.  

● Consistency of clinical evidence with purpose / medical indication(s): The panel agrees with the 

NB that the clinical evidence submitted by the manufacturer does match the medical indications 

under assessment. Although the clinical data suggest an acceptable benefit/risk balance, whether 

this constitutes sufficient clinical evidence is debatable owing to the limitations of the submitted 

clinical data. 

● Consistency of clinical evidence with PMCF plan: The panel considers that the NB’s assessment of 

the consistency of the manufacturer's clinical evidence with the PMCF plan is reasonable, however, 

more emphasis on the shortcomings of the PMCF may have been underlined. 

● Overall conclusions and recommendations on clinical evaluation (full details in 2.4):  

⇒ The first indication is “Failure of an aortic surgical bioprosthetic valve at any or all levels of surgical 
risk for open-heart surgery (assessed for Edwards Sapien 3 and Sapien 3 Ultra)” 

Patients at high or greater risk for open-heart surgery: it seems reasonable to accept the same 

indication for Sapien 3 Ultra based mainly on biological and technical equivalence data. 

Patients with intermediate or low risk for open-heart surgery: owing to the shortcomings of the 

submitted evidence, the panel considers that the benefit/risk balance of Sapien 3 valves for this sub-

population is not sufficiently supported by evidence in terms of amount and quality. Therefore, the 

panel does not support the extension of the indication of the valves to this setting. The panel 

recommends that more prolonged follow-up from AVIV is reported and that additional studies are 

conducted so as to confirm the external validity of the first registry. 

⇒ The second indication is “Failure of an aortic transcatheter bioprosthetic or surgical mitral 

bioprosthetic valve in patients who are judged by a heart team, including a cardiac surgeon, to be at 

high or greater risk for open surgical therapy (i.e., predicted risk of surgical mortality ≥ 8% at 30 days, 

based on the Society of Thoracic Surgeons (STS) risk score and other clinical co-morbidities unmeasured 

by the STS risk calculator) (assessed only for Edwards Sapien 3 Ultra)” 

Considering the previous approval of Edwards Sapien 3, the panel agrees with the NB that it seems 

reasonable to accept the same indication for Edwards Sapien 3 Ultra based mainly on biological and 

technical equivalence data. 
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2.4 Overall conclusions and recommendations 

⇒ First indication: Failure of an aortic surgical bioprosthetic valve at any or all levels of surgical risk 

for open-heart surgery (assessed for both Edwards Sapien 3 and Sapien 3 Ultra) 

 

- Patients at high or greater risk for open-heart surgery: considering the previous approval of Sapien 

3 in this setting, the panel agrees with the NB that it is reasonable to accept the equivalence of 

Sapien 3 Ultra to Sapien 3 according to the three criteria (clinical, technical, biological). 

 

- Patients at low to intermediate risk for open-heart redo surgery:  

● Based on the submitted evidence within the CER, the NB has considered that the clinical benefits 

of Sapien 3 valves in this setting outweigh the risks, and therefore that transcatheter valve-in-

valve procedures could provide another treatment option for patients who would otherwise 

undergo a new surgery.  

● The panel has the following major concerns:  

- The benefit-risk balance of Sapien 3 valves is only supported by one specific clinical 

registry (AVIV). Another source of clinical investigations includes a registry not specific to 

this target of patients. 

- The main source of evidence (AVIV registry) consists of data based on a population of 

only 97 treated patients. Even though the rate of all-cause death or all stroke at 12 

months (primary endpoint) was low (2.1%), the fact that these results are based on a 

single study with limited sample questions the generalisability of the findings. 

- Equally important, no follow-up data beyond 12 months are reported as of May 2022, 

which appears notably insufficient to establish mid to long-term effectiveness and safety. 

- Conversely, for these types of patients, the current state of the art is represented by 

redo surgery for which long-term effectiveness is well-validated. 

● Conclusions and recommendations: 

- The panel considers that the benefit/risk balance of Sapien 3 valves for this sub-

population is not sufficiently supported by evidence in terms of amount and quality. 

- Based on the currently submitted data, the panel does not support the extension of 

indication of the valves to this setting. 

- The panel recommends that more prolonged follow-up from AVIV is reported (especially 

as the database extract was last performed in August 2020) and that additional studies 

are conducted so as to confirm external validity of the first registry.  

 

⇒ Second indication: Failure of an aortic transcatheter bioprosthetic or surgical mitral bioprosthetic 

valve in patients who are judged by a heart team, including a cardiac surgeon, to be at high or greater 

risk for open surgical therapy (i.e., predicted risk of surgical mortality ≥ 8% at 30 days, based on the 

Society of Thoracic Surgeons (STS) risk score and other clinical co-morbidities unmeasured by the 

STS risk calculator) (assessed for Edwards Sapien 3 Ultra only).  

 

Considering the previous approval of Edwards Sapien 3, the panel agrees with the NB that it seems 

reasonable to accept the same indication for Edwards Sapien 3 Ultra based mainly on biological and 

technical equivalence data. The clinical data is sparse for both products in this setting. However, the 

data points towards safe and effective acute results and this often are the only therapeutic option for 






